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September 15, 1997

Docket Number 958-0158 9927 97 SEP18 AS:49
Dockets Management Branch (HFA-305)

Food and Drug Administration

12420 Parklawn Dr. rm. 1-23

Rockville, MD 20857

RE: Investigational New Drug Application #6859
Dear Sir/Madam:

In accordance with 21 CFR §312.54 we are enclosing copies of information concerning research

— involving an exception to informed consent. This includes information that has been publicly
disclosed by the IRB at R.A. Cowley Shock Trauma Center, Baltimore, MD, the IRB at Allegheny
University of the Health Sciences, Philadelphia, PA, the IRB at Memorial Medical Center, Inc.,
Savannah, GA, the IRB at Richland Memorial Hospital, Columbia, SC, and additional information
from Lehigh Valley Hospital, Allentown, PA.

The information from R.A. Cowley Shock Trauma Center includes the agenda (Attachment 1),
meeting minutes (Attachment 2) and a handout (Attachment 3) from a community meeting with
Concerned Citizens of Poppleton on April 9, 1997; an article regarding the community meeting that
appeared in a local newspaper, The Baltimore Sun on April 19, 1997 (Attachment 4); transcripts
from television broadcasts which aired on April 19, 1997 on two local stations, WBAL-TV(NBC)
(Attachment 5) and WBFF-TV(FOX) (Attachment 6); a letter to the editor of a local newspaper,
The Baltimore Sun, that appeared on May 2, 1997 (Attachment 7); a transcript from an interview
with the principal investigator and select IRB members that was broadcast on a local television

= station, WIZ-TV(CBS) on May 2, 1997 (Attachment 8); and a press release (Attachment 9) and
resulting advertisement that appeared in four local newspapers, The City Paper (Attachment 10),
The Baltimore Afro-American (Attachment 11), The Baltimore Sun, and The Baltimore Times (not
included). In accordance with 21 CFR §312.54, this information is also being submitted to the
IND file.

Based on information received from the clinical site, the investigator and IRB achieved community

N consultation by holding a community meeting (Attachment 1, 2, 3), and by printing advertisements
that solicited communications from community members and provided information for contacting
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the principal investigator and the IRB (Attachment 10, 11).

The information from Allegheny University of the Health Sciences includes minutes from a
Community Consultation Meeting held on March 7, 1997 (Attachment 12), as well as a transcript
from this meeting (Attachment 13); minutes from a Community Consultation Meeting held on
March 24, 1997 (Attachment 14); a transcript of a local talk radio program, called “Medical
Frontiers” that was broadcast on WWDB 96.5 FM on March 26, 1997 from 8:00 - 9:00 PM,
featuring the principle investigator and the chairperson of the IRB (Attachment 15); a copy of an
announcement of community meetings (Attachment 16) that was posted in the Emergency Room,
outpatient clinics, and area health district offices, and also published in the following local
newspapers: The Roxborough Review (2 times), the Germantown Courier/Mt. Airy Times (4 times),
The Chestnut Hill Local (1 time), The Philadelphia Tribune (4 times), the Philadelphia Inquirer
City Zone/Philadelphia Daily News (4 times), The Philadelphia Inquirer - PA West (1 time), and
The Philadelphia New Observer (2 times); transcripts from these Community Meetings held on
April 11, 1997 (Attachment 17), April 16, 1997 (Attachment 18), and April 17, 1997 (Attachment
19); a letter that was posted in the Emergency Room, outpatient clinics, and area health district
offices, and also sent out to approximately 400 key community members in April, 1997
(Attachment 20); an article that was published in local newspapers, King of Prussia Post, on April
10, 1997, The Valley Item, on April 17, 1997, and The Fallser, on April 18, 1997 (Attachment 21);
an article that was published in a local newspaper, the Germantown Courier (Attachment 22); an
article that was published in the Allegheny University Hospitals newspaper, InnerView, in April,
1997 (Attachment 23); an abstract submitted by the principal investigator to the EAST Association
(Attachment 24); and a copy of a public service announcement (Attachment 25) that was sent to
radio and television stations (list, Attachment 26). In accordance with 21 CFR §312.54, this
information is also being submitted to the IND file.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by holding various Community Consultation Meetings (Attachment 17, 18, 19), and by
including an 800 number on the advertisement for the community meetings that solicited
communications from community members (Attachment 16). In addition, a letter was sent to
various community members inviting them to attend the community meetings (Attachment 20), and
a public service announcement (Attachment 25) was sent to various radio and television stations
(Attachment 26) for public broadcast, which included an 800 number to obtain additional
information..

The information from Memorial Medical Center, Inc. includes a press release (Attachment 27) that
was received by more than 45 surrounding area hospitals (list of hospitals, Attachment 28); an
advertisement that was published in a local newspapet, the Savannah Morning News, on August 1
and 3, 1997, and also distributed as a flyer to all of the hospital personnel (Attachment 29); an
article that was published in a local newspaper, the Georgia Guardian, on August 1, 1997
(Attachment 30); a letter to the editor of a local newspaper, the Georgia Guardian, that was
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published on August 8, 1997 (Attachment 31); a summary from a local television station, Channel
3, WSAV(NBC), disclosing details of the study that was broadcast on July 15, 1997 (Attachment
32); and a series of questions and answers that were available for use in response to any questions
received regarding the study or the product (Attachment 33). In accordance with 21 CFR §312.54,
this information is also being submitted to the IND file.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by publishing an advertisement in the local newspaper (Attachment 29), and disclosing
the study on a local television news broadcast (Attachment 32), both of which included a telephone
number established for soliciting communication from the public.

Public disclosure from Richland Memorial Hospital included informing hospital personnel through
various meetings, presentations, and administrative briefings; a notice that was faxed to hospital
physicians and also posted in physician lounges (Attachment 34); a copy of an article that appeared
in an employee newsletter, Focus, on July 3, 1997 (Attachment 35); a copy of the material
presented at the Columbia Medical Society/Executive Committee Meeting, which was attended by
chiefs of staff of other Columbia hospitals (Attachment 36); an article that was published in the
June edition of The Recorder, a Columbia Medical Society publication, that included a summary of
the study and provided a phone number for people to call with questions (Attachment 37); an
informational letter and package containing a summary of the study, trauma statistics and
information, and a question and answer sheet that was given out at the press conference, and also
mailed to special interest groups, including minority leaders, business leaders, American Red Cross
EMS, Medical Directors of 17-County Emergency Rooms, USC Vice Chairman of Research, area
Clergy, South Carolina Medical Association, DHEC EMS Division, SCOPA, and Columbia
Police/Richland County Sheriff (Attachment 38); a copy of a news release that was given out at the
press conference and also mailed to media who did not attend (Attachment 39); a copy of an article
that was published in a local newspaper (Attachment 40); and copies of news clips that were
published in local newspapers, the Morning News, and The Post & Courier, on July 9, 1997
(Attachment 41). Two local radio stations broadcasted interviews with the principal investigator;
one local radio station provided an opportunity for listeners to call in with questions about the study
protocol and product; three local television stations covered the press conference; the principal
investigator met with elected officials and different key concerned citizens to discuss the study; and
information about the study, as well as a copy of the question and answer sheet (part of Attachment
38) was distributed to participants in the Columbia Medical Society mini-internship program.
Finally, at the press conference, the principal investigator presented the research, it’s benefits to the
community, and local demographics, morbidity, and mortality statistics in the study patient
population. In accordance with 21 CFR §312.54, this information is also being submitted to the
IND file.

>

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by providing a package containing study information to various groups with contacts
for additional information and inviting them to a press conference (Attachment 38); having face to
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face meetings with elected officials and other key community members; broadcasting interviews
with the principal investigator on local radio stations, which provided an opportunity for listeners to
call in with questions about the study; and holding a press conference which various groups were
invited including the news media where the study was presented and questions addressed. This
press conference was attended by 38 people.

Additional information from Lehigh Valley Hospital includes an agenda from a meeting between
the study investigators and the Hospital Liaison Committee for Jehovah’s Witnesses (Attachment
42). Inaccordance with 21 CFR §312.54, this information is also being submitted to the IND file.

The submission has been organized as follows:

R.A. Cowley Shock Trauma Center

. Attachment 1: Agenda for a community meeting

. Attachment 2: Minutes from the community meeting

. Attachment 3: Handout provided at the community meeting

. Attachment 4: Article that appeared in a local newspaper

. Attachment 5: Transcript from a local television broadcast

. Attachment 6: Transcript from a local television broadcast

. Attachment 7: A letter to the Editor of a local newspaper

. Attachment 8: Transcript from a local television broadcast

. Attachment 9: Press Release

. Attachment 10: Advertisement that appeared in a local newspaper

. Attachment 11: Advertisement that appeared in a local newspaper

Allegheny University of the Health Sciences

. Attachment 12: Minutes from a Community Consultation Meeting

. Attachment 13: Transcript from Community Consultation Meeting

. Attachment 14: Minutes form a Community Consultation Meeting

. Attachment 15: Transcript from local radio program

. Attachment 16: An advertisement announcing Community Meetings

. Attachment 17: Transcript from April 11, 1997 Community Meeting

. Attachment 18: Transcript from April 16, 1997 Community Meeting

. Attachment 19: Transcript from April 17, 1997 Community Meeting

. Attachment 20: A letter sent to key community members

. Attachment 21: An article published in local newspapers

. Attachment 22: An article published in a local newspaper

. Attachment 23: An article published in the Hospital newspaper

. Attachment 24: An abstract submitted to the EAST Association

. Attachment 25: A public service announcement

. Attachment 26: List of radio and television stations that received the public service
announcement
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Memorial Medical Center, Inc.

Attachment 27: Press release

Attachment 28: List of surrounding hospitals that received press release

Attachment 29: An advertisement published in a local newspaper and distributed as a flyer to
the hospital staff

Attachment 30: An article in a local newspaper

Attachment 31: A letter to the editor of a local newspaper

Attachment 32: Summary of a local television news broadcast

Attachment 33: List of questions and answers regarding the study and the product

Richland Memorial Hospital

Attachment 34: Notice that was faxed to hospital physicians and posted

Attachment 35: An article that appeared in a hospital newsletter

Attachment 36: A copy of the material presented at a Committee Meeting

Attachment 37: An article that was published in a Columbia Medical Society publication
Attachment 38: Informational letter and package that was given out at the press

release and mailed to special interest groups

Attachment 39: A news release

Attachment 40: An article that was published in a local newspaper

Attachment 41: News clips that were published in local newspapers

Lehigh Valley Hospital

Attachment 42: Agenda from a meeting

[f there are any questions concerning this information, please contact me at (847)270-5313.

Sincerely,

=2y’ (/KM bty Neanan
Mj@& fon Moy

k Nanavaty, Ph.D. ﬁ

Director Regulatory Affairs
Blood Substitutes Program
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UNIVERSITY OF MARYLAND AT BALTIMORE
INSTITUTIONAL REVIEW BOARD (IRB)
COMMUNITY MEETING
AGENDA

April 9, 1997 - 7-8 p.m.
1010 W. Baltimore Street

Concerned Citizens of Poppleton
I Welcome and Introduction Rev. Robinson

0.  UMAB-IRB Research Summary Paul Fishman, MD. -
Il.  Question and Answer Period
Iv. Emergency Research Study David Gens, MD.

V. Wrap Up Discussion/Question & Answer
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#0297114 PI: Dr. Gens
“THE EFFICACY TRIAL OF DIASPIRIN CROSS-LINKED HEMOGLORBIN (DCLHDL-
tm) IN THE TREATMENT OF SEVERE TRAUMATIC HEMORRHAGIC SHOCK”

COMMUNITY CONSULTATION MEETING MINUTES:

The Community Consultation meeting took place on Wednesday, April 9th. This meeting
is in connection with the recently implemented FDA/OPRR regulations regarding waiver
of informed consent for emergency research.

The meeting was hosted by the Board of Directors of ‘Concerned Citizens for Poppleton’
of which Rev. Robinson, the IRB Community Rep, is President. UMAB reprasentation
included Dr. Fishman, IRB Chair, Dr. Gens the Principal Investigator for the emergency
research and IRB staff.

Dr Fishman provided an overview of UMAB, the IRB and research activities. Dr. Gens
provided a detailed description of the emergency research, a new hemoglobin product for
subjects presenting at Shock Trauma with severe blood loss.

There was consensus by meeting participants that the study was an important one and that
the study should be conducted even if informed consent could not be obtained. Dr. Gens
agreed to provide a copy of the public notice to the group for their information.
Recommendation was made that the notice appear in the Baltimore Times and City Paper
in addition to plans for the Balimore Sun to ensure broader coverage of the public notice.

Dr. Gens will provide periodic updates of the status of the study regarding subjects
enrolled, interim results and other relevant information.

The group requested that information regarding the demographics of shock trauma
patients be made available to them on 2 periodic basis.

Additional issues raised during the meeting included the need for broader community = -
representation on the IRB to ensure that ‘community representation® is more inclusive.

The group voiced concem that a need exists for dialogue of UMAB research activities in
general so that they are knowledgeable about research activities that impact members of
the community. Dr. Fishman acknowledged both of these areas and agreed to review and
consider additional members to the IRB.
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EMERGENCY RESEARCH CONSENT WAIVER

WHAT: The FDA and HHS have combined efforts and finalized federal
regulations allowing for waiver of informed consent for subjects i in
emergent circumstances such as trauma and head injury

WHEN: Effective November, 1996

WHY: Response to growing concerns that previous regulations, were
making high quality research in emergency circumstances difficult or
impossible and also preverred subjects from receiving the benefits of
new therapies

HOW: Once the IRB has reviewed and approved the study design and
determined that the research provides the prospect of direct benefit to
subjects and that obtaining informed consent is not possible because

. subjects are in a life-threatening situation

. | subjects are unconscious and cannot give their informed consent

. the intervention must be given before consent from family
menibers can be obtained

WHAT ELSE: In exchange for the waiver of informed consent, additional
protections of the rights and welfare of subjects must take place.
They include
« Consultation with the community where research is taking place and from which the
subjects will be drawn. For local community- arrange through the IRB. For a disease
related community (cancer) local chapter of disease non-profit group (American
Cancer Society) may be substituted with IRB approval
e Public Disclosure of research progress and results, and
e Establishment of an independent data safety monitoring committee to exercise

oversight

F/USER/BYS/MB/WAIVER FAXSHEET.DOC(03/ T

T S T
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Shock Trauma plans
trial of new therapy
without subjects’ OK

FDA loosened its rules

Poppleton residents
say facility should
publicize test more

By MARILYH MCCRAVEN

YN grary

Sotne gunshiot and stab.
Mng victims treated at Mary-
land Shock Trauma Center
Wil become subjetts in a
medical experimient that

expected
to last six months, involive 2§
patients and, doctocs hope,
saveabout three livex
Selected patiects will be
Ll

made from human blood. ap-
pareatly speeds lite-giving
oxygen to Vite! grgans and
raises blood pressure faster
than traditional therapies of
salt solutions snd blood
tranglus!

ong.
No time would be lost
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with any blood type,
By fuaning the trial &t

by of Maryland
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Food and Drug Aoministra.
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search project st Shock
Treuma withowt the pa-
tiepts' permiseion o their
farallies” permission said
Dr. Paul Fishman, 1 profes.
sor of neucology and chair-
man of the university board
that overscet mmedical re-
search.

A Ipokeswoman for the
Johas Hopking Untversity
School of Medicine suid re.
sedrchers there wili do hu.
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emergency rodtn under the
new niles. (00, but they are
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to federally approved experi.
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remaing in effect for non-
emergency testing.

Before entening patients
in a trial, the hospital is re-
Quired to attempt to reach
their next of kin to obtain
consent that patients are un-
sble to give,

Even with such guide-
lines, some medical ethicists
4nd others are wary of using
unconscious patients In
tests of experimental treat.
ments after the patients are
wheeled into emergency
roams,

Dr. Arthur L. Caplan,
medical ethictst gt the Uni-
versity of Pennsylvania, eritis
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.roubling kind of work."

Caplan is particularly con-
:erned that the revised FDA regu-
Alions are vague concerning pub-
i¢ notification.

The regulations allow public
ipnouncement, even newspaper
dvertisements, Lo substitute for
nformed consent — the principle
f asking prospective participants
{they want 10 be part of a medical
xperiment and fully informing
hem of the risks and benefits be-
are they enroll.

The difliculty in giving ade-
uate public notification was obvi-
us April 9, when Fishman end Dr.
avid Gens, an assistant profes-
or and 8 surgeon at Shock Trau.
18, met with residents of the Pop-
leton neighborhood in
outhwest Baltimore to ennounce
¢ néw regulations.

The doctors said the university
ad detenmined that Poppleton,
hxch fs across Martin Luther

Jr. Boulevard from the uni-
™ medical complex, wes the
Y ‘s “community” in Lerms

. .Mng the federal ;equire
ent for notification. They alsu
iid an advertisement spelling out
1¢ rules change would tun in Tae
n.

“This is the only community
up we know™ Fishman iald
mMIMUnity representalives in re.
onse L0 & question about why
her communily groups hadn’t
en contacted.

Several of the dozen or so peo-
¢ attending the meeting of Con-
rned Citizens of Poppleton said
wock Trauma officials need to go

greater lengths to notify the
oader community, including ad-
essing other community groups.
nning ads in free ncwspapers

that more poor people would read
and adding people from the com-
munity Lo the board that governs
unjversity medical rescarch.

Gens said public notification
was 2 key subject at two meetings
of some 40 major medical centers
where the FDA rules were dis-
cussed,

At one of thos¢ meetings, |
said, ‘I'm from the Shock Trauma
Center in Baltimore. What is my
communily? We receive patients
from al) the different counties in
Maryland, even from Delaware,
West Virginia and Pennsylvania.
Do I have Lo go Lo every commuhi-
tyin gll these states?

“The answer was, ‘No, you
don't. You should go 10 communi-
Lies Lthat areé closest 10 your hospi-
tal that your {board that oversees
research) feels you should."*

For the mostly African-Ameri-
can audience at the Poppleton
meeting, involuntary medical test-
ing raised the specter of the noto-
rious Tuskegee Study, in which
public health officials, starting in
the 1930s. dig not tell poor, black
Alabama men ey had syphilis
and withheld a cure when it was
discovered.

“When youre talking sboul
shoolings and siabbings. you're
telking about yvoung black males,
end we'd like Lo know how many of
them will be affected by this,” said
the Rev. Edward G, Robinson,
president of the Poppleton group.

Fishman and Gens Lried Lo a)-
lay group members’ fears, assur-
ing them that only Lreauments al-
ready proved safe In human
testing will be used. No children or
pregnant women will be included.

Fishman said the university will

seek public comment on any hu:s

man experimentalion done under
the PDA's new rules. If the com-

munity opposes a specific experi-
ment, "we'd have Lo rethink it ...
maybe change the study.”

Caplan, the medical ethicist,
seid that instead of lifting the ban,
the government should have con-
sidered issuing cards similar to or-
gan donor cards to people who
wish Lo receive experimental
treatments in the event of cala-
strophic iliness orinjury.

Fishman said such meves his-
torically heve nol proved practical
because few people will sign up Lo
be research subjects in the event
they need emergency Lreatment.

Medicalresearchers say the ban
on human experimentation with-
out informed consent slowed de-
velopment of therapies that could
help viectims of heart attacks,
strokes and traumatic injunies.

The FDA said it tried to bal.
ance patients' rights with the need
for new medical technologies.
“The rules are put together in...an
ethically sound way,” said Donaid
C.McLearn.a FDA spokesman.

Five hospitals nationwide ar¢
preparing to be the first Lo use
HemaAssist. the blaod substitute
produced by Baxter Interngtional
Ine¢., in this phase of clinice! trials.
It's the linel phase befure FDA ap-
proval. The Grug is expected Lo be-

year.
globin, the protein that gives

blood its color and carries oxygen
through the bloadstreem.

Side effects inciude stomach :
cramps. 8 lemporary vellowing of :

the skin and a red tinge to the
urine, which occur as the hemo-
globin molecules break down.

Said Gens. “We really believe
we can savé more Yves using this
newthergpy ™
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Copyright 1997 The Baltimore Sun Company
The Baltimore Sun

April 19, 1997, Saturday, FINAL EDITION
SECTION: LOCAL (NEWS), Pg. 1B

LENGTH: 1129 words

HEADLINE: Hospital's experiment draws worry; Shock Trauma plans trial of new
therapy without subjects' OK; FDA loosened its rules; Poppleton residents say facility
should publicize test more

BYLINE: Marilyn McCraven, SUN STAFF

BODY:

Some gunshot and stabbing victims treated at Maryland Shock Trauma Center will
become subjects in a medical experiment that some people say raises serious ethical
issues.

The experiment begins next month and is expected to last six months, involve 25
patients and, doctors hope, save about three lives.

Selected patieats will be given a blood substitute called HemAssist, which is made from

human blood, apparently speeds life-giving oxygen to vital organs and raises blood
pressure faster than traditional therapies of salt solutions and blood transfusions.

No time would be lost while blood-matching tests were done because HemAssist can be
given to patients with any blood type.

By running the trial at Shock Trauma, the University of Maryland Medical Center will. -
become the first local hospital to confront the ethical dilemmas of the U.S. Food and
Drug Administration's decision last fall to partly lift a 50-year ban on involuntary medical
testing on human subjects.

*“This is the first time we will be permitted to do & research project at Shock Trauma
without the patients' permission or their families' permission,” said Dr. Paul Fishman, a
professor of neurology and chairman of the university board that oversees medical
rescarch,

A spokeswoman for the Johns Hopkins University School of Medicine seid researchers
there will do human experimentation in the emergency room under the new rules, too, but
they are still working on preliminary plans.
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The change is restricted to federally approved experiments done on a limited number of
patients who otherwise would likely die. A ban remains in effect for non-emer-gen-cy
testing.

Before entering patients in a trial, the hospital is required to attempt to reach their next
of kin to obtain consent that patients are unable to give.

Even with such guidelines, some medical ethicists and others are wary of using

unconscious patients in tests of experimental treatments after the patients are wheeled
into emergency rooms.

Dr. Arthur L. Caplan, a medical ethicist at the University of Pennsylvania, ¢riticizes the

regulations as “too broadly written and too vague. This is not adequate regulation for this
sensitive and troubling kind of work."

Caplan is particularly concerned that the revised FDA regulations are vague copcerning
public netification.

The regulations allow public announcement, even newspaper advertisements, to
substitute for informed consent -- the principle of asking prospective participants if they
want to be part of @ medical experiment and fully informing them of the risks and benefits
before they earoll.

The difficulty in giving adequate public notification was obvious April 9, when
Fishman and Dr. David Gens, an assistant professor and a surgeon at Shock Trauma, met
with residents of the Poppleton acighborhood in Southwest Baltimore to announce the
new regulations.

The doctors said the university had determined that Poppleton, which is across Martin
Luther King Jr. Boulevard from the university's medical complex, was the hospital's :
"community" in terms of meeting the federal requirement for notification. They also said
an advertisement spelling out the rules change would run in The Sun.

"This is the only community group we know," Fishman told community representatives
in response to a question about why other community groups hadn't been contacted.

Several of the dozen or so people attending the meeting of Concerned Citizens of
Poppleton said Shock Trauma officials need to go to greater leagths to notify the broader
community, including addressing other community groups, running ads in free
newspapers that more poor people would read and adding people from the community to
the board that govems university medical research.

Gens said public notification was a key subject at two meetings of some 40 major
medical centers where the FDA rules were discussed.
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“At one of those meetings, I said, 'I'm from the Shock Trauma Center in Baltimore.
What is my community? We receive patients from all the different counties in Maryland,
even from Delaware, West Virginia and Pennsylvania. Do I have to go to every
community in all these states?

“The answer was, No, you don't. You should go to communities that are closest to your
hospital that your [board that oversees research) feels you should.' *

For the mostly African-American audience at the Poppleton meeting, involuntary
medical testing raised the specter of the notorious Tuskegee Study, in which public health
officials, starting in the 1930s, did not tell poor, black Alabama men they had syphilis
and withheld a cure when it was discovered.

"When you're talking about shootings and stabbings, you're talking about young black
males, and we'd like to know how many of them will be affected by this," said the Rev.
Edward G. Robinson, president of the Poppleton group.

Fishman and Gens tried to allay group members' fears, assuring them that only
treatments already proved safe in human testing will be used. No children or pregnant
women will be included.

Fishman said the university will seek public comment on any human experimentation
done under the FDA's new rules. If the community opposes a specific experiment, "we'd
have to rethink it maybe change the study."

Caplan, the medical ethicist, said that instead of lifting the ban, the government should
have considered issuing cards similar to organ donor cards to people who wish to receive
experimental treatments in the event of catastrophic illness or injury.

Fishman said such moves historically have not proved practical because few people will -
sign up to be research subjects in the event they need emergency treatment.

Medical researchers say the ban on human experimentation without informed consent

slowed development of therapies that could help victims of heart attacks, strokes and
traumatic injuries.

The FDA said it tried to balance patients' rights with the need for new medical
technologies. “The rules are put together in an ethically sound way,* said Donald C.
McLeamn, a FDA spokesman.

Five hospitals nationwide are preparing to be the first to use Hem-Assist, the blood
substitute produced by Baxter International Inc., in this phase of clinical trials. It's the

final phase before FDA approval. The drug is expected to become available nationally
next year,
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HemAssist has been tested on 700 people. It is primarily hemoglobin, the protein that
gives blood its color and carries oxygen through the bloodstream.

Side effects include stomach cramps, a temporary yellowing of the skin and a red tinge
to the urine, which occur as the hemoglobin molecules break down.

Said Gens, "We really believe we can save more lives using this new therapy.”
Pub Date: 4/18/97

LOAD-DATE: April 21, 1997
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Transcript
April 18, 1837
9:00-8:30 AM
WBAL-TV(NBC) Channel Eleven
Baltimore
11 News Saturday Morming

Dina Napoli, co~anchor:

A planned experiment at shock trauma iz caueing some
concern this morning., According to a report this norning
in the Baltimore Sun about two dozen patiente suffering
from gunshot wounde or stab wounds will become part of an
experiment to test a blood replacement item called hemocyat
(8p), which experts say will help save lives. The tast
comes after the Food and Drug Adminietration partially
lifted a ban on involuntary human testing.
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DATE April 19, 1997

TINE 10:00-10:30 BM
STATION WBFF-TV(FOX) Channal 45
LOCATION Baltimore
PROGRAX Fox 45 Newdg at Ten

Jennifer Gilbert, co-anchar:

An experiment scheduled to begin next month at Shock
Trauma in Baltimore has sparked some ethical questions.
The experiment involves giving gunshot and stabbing'victims
a blood substitute called hemocyst (sp). It‘s made from
human blood, but it’s compatible with all blood types. The
debate ig whether patients who likely will be unconscious,
should be given the blood substitute without their consent.
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Copyright 1997 The Baltimore Sun Company
The Baltimore Sun

May 2, 1997, Friday, FINAL EDITION
SECTION: EDITORIAL, Pg. 12A, LETTERS

LENGTH: 1128 words
Patients shouldn't be tested without consent

The April 19 edition of The Sun described a six-month trial to be run at the Shock
Trauma Center at the University of Maryland Medical Center. Doctors will use a blood
substitute, HemAssist, on sclected patients without their consent if they cannot
communicate and next of kin cannot be located before the blood is needed.

Proving the use of the blood substitutes to improve emergency treatment is a worthy -
project. However, the treatment of patients for clinical trials without their consent or
knowledge crosses an cthical line.

It seems not enough thought has been given to the importance of patients' rights and
possible alternative ways to prove the use of this blood substitute with the permission of
the patient.

I am amazed, considering the historic abuses of government experiments without the
knowledge of the person being tested, that the government would allow a newspaper ad
and a discussion with one small community to substitute for patient consent. '

Even if notification of next of kin to get consent means the experiment will tke much

longer than the expected six months, this is the price we must pay to preserve the right of
the patient. :

Chatles Culbertson -
Towson E



Attachment 8




VIDEO MONITORING
SERVICES
OF AMERICA, L.P.

DATE
TIME
STATION
LOCATION
PROGRAM

New York Los Angeles OWcego o~ aaviphis Saa Francisco

21287362010 2133330111 8126481131 2185 5694990 19 5433361
Detroit Boston Osites Houston Misomi
@10 3222 @1n 2652121 14 644565 71X 798183 208 5753531
Denver HNertford Son Dispo
12031 723.8000 050 236 5862 19542180 (}0(}—(}0[}0 | 3

Transcript
May 2, 1997 ;
6:00-7:00 PM
WJIZ-TV(CBS) Channel Thirteen
Baltimore
Eyewitness News

Viec Carter, co-anchor:

If you were injured in an accident and needed blood,
would you want the real thing or a new blood substitute?
It’s being tested right here in Baltimore. We'll have the
story next in Health Watch. :

* * & * * K

Carter: Fake blood is what makes horror movies so
lifelike, but fake blood will soon be used in real life in
hospitals, one of them right here in Baltimore.

Health Watch reporter Kellye Lynn is here now with
details.

Kellye Lynn reporting:

This wmonth Shock Trauma is going to test artificial
blood products on ER patients, Vic. In tonight‘s Health
Watch, Shock Trauma is one of the hospitals nationwide to .
test the fake blood called Hemassist. Some doctors say its
the blood of the future. But critics say there’s too much
excitement and not enough facts known about it.

Kai Jackson explains the controversy.

Kai Jackson reporting: RE

Car accidents, shootings, and stabbings. Different
kinds of trauma cases with one thing in common: the
victims need blood.

Dr. Paul Fishman (Hospital Ethics Board): And trauma
victims were bleeding to death because we have to get them
oxygen to their brain and to the heart as quickly as
possible.

Jackson: And that can mean the difference between life
and death. So starting this month at Shock Trauma,
doctors will give select emergency patients a new blood
called Hemassist. Scientists say it works faster than

For 3 videocassette{TV) or audio cassettelradiol of this news segment cootact your nesrest VMS office.
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regular blood.

Fishman: It‘’s basically a hemoglobin solution- human
hemoglobin solution which has been stabilized so it does
its job, so that it delivers oxygen to the tissues.

Jackson: Hemassist is a manufactured human blood.. After
years of research, scientists were able to extract the
richly desired hemoglobin from the blood and eliminate the
need for different blood types. And now there’s FDA
approval to conduct an experiment with it.

Dr. David Gens (Shock Trauma): The best medical therapy
that we currently can provide them, many of them will
still die, will bleed to death and die.

Alfred Boyd (Concerned Citizen): I read the article that-
how it would affect Baltimore city citizens.

Jackson: Doctors are quick to point out what Hemassist is
and does, but Alfred Boyd says he wishes patients who’1ll
get it knew the same.

Boyd: Hemassist, again, I don’t know what it is. It
could be tainted. Who knows? It could be- it could be
anything. Who knows?

Fishman: It has been treated so that there is no
possibility of virus particles such as the AIDS virus or
hepatitis viruses.

Jackson: Under the experiment, doctors are required to
seek consent to use Hemassist on patients. But if they
can’‘t get it and a life is in dangeYr, the FDA allows
doctore to give the blood anyway. So does that make the
unsuspecting patients guinea pigs?

Reverend Edward Robimson (Hospital Ethics Board): In -
clinical trials such as these, when seven hundred people
have already taken the medication, I wouldn’t say that the
recipient would be a guinea pig. No, sir, I wouldn’t feel
that way at all.

Jackson: It remains to be seen whether Hemassist will
prove to be a wonderblood. But there are those who
believe not enough is known about this new product. Now
doctors cringe at the thought of Hemassist being compared
to the notorious Tuskegee experiments. But while the
Tuskegee history is being reviewed, there are those who
believe that the introduction of Hemassist now is at best
awkward. -

What concerns some is so many African Americans are
the victims of violence in Baltimore, and those victims
may end up at Shock Trauma, and may be more likely to get
Hemassist.
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Robinson: I think the timing for this research is not
particularly good. I think that’s why it’s under a lot of
scrutiny, and I certainly wouldn’t want to see anything
such as what happened in Tuskegee happen here.

Gens: The whole reason to provide them, the whole reason
that we’'re doing the research is to improve their -
likelihood of survival, not to diminish it.

Sister Margaret Downing (Concerned Citizen): We’ll be
watching this as a community very carefully to see whether
this is- has some positive effects, the kind of positive
effects that they are saying to us will be coming forth.

Jackson: Kai Jackson, Channel 13, Eyewitness News.

Lynn: And the FDA is closely monitoring the Hemassist
trials. Findings will be available later.

Carter: Let’s assume for discussion’s sake that this does
become very popular and it is used quite a bit. Does this
mean that we will no longer need to go and donate blood?
Lynn: Well, according to Kai, no. He says that doctors
say it will not decrease the need for people to donate
blood.

Carter: Okay, thank you.

¥ 4 #
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Baltimore Sun, Baltimore Times, City Paper, and The Afro-American.

R A. Cowley Shock Trauma Center
Studies New Hemoglobin Product for Severe Blood Loss

The R A. Cowley Shock Trauma center is one of approximately 40
sites throughout the United States asked to test 2 new blood substitute
on patients with severe blood loss (hemorhagic shock.) This
hemoglobin solution, known as Diaspirin Cross-Linked Hemoglobin
(DCLHb™), has been developed by Baxter Healthcare, Inc. and has the
potential to treat and prevent the harmful side-effects of severe blood
loss. These side effects include low blood pressure, severe illness or
death,

The U.S. Food and Drug Administration (FDA) bas recently developed
a set of guidelines for emergency research, in which patients are unable
to give permission to participate. Due to the fact that traumatic
accidents are sudden and unexpected, and after careful considerarion of
past research involving DCLHb™, the FDA has ruled that this study
conforms to the strict guidelines for exception from informed consent.
Along with strict regulations for the implementation of this swdy, the
FDA requires that the public be informed about this peoduct before the
study commences. To communicate with us on this topic, please
contact:

David R. Gens, MD
R A. Cowley Shock Traums Center
Program of Trauma
22 S. Greene Street
Baltimore, MD 21201
(410) 328-3055

For further information about rules regulating resecarch with human
subjects, contact the Institutiona! Review Board (TRB) at (410) 706-
5037,
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PUBLIC NOTICE

RA Cowley Shock
Trauma Center Studies
New Hemoglobin
Product for Severe
Blood Loss

The RA Cowlay Shock Trauma center is one of
approximately 40 sites throughout the United
States asked to test a new blood substitute
on patients with severe blood loss (hemortrhagic
shock). This hemoglobln solution, known as
Diaspirin Cross-Linked Hemoglobin (DCLHL™),
has been developed by Baxtér Healthcare, inc.
and has the potential to treat and prevent the
harmful side-effects of severe blood loss. These
Side effects include low blood pregsure, severe
ililnass or death.

The U.S. Food and Drug Administration (FDA)
has recently developed a set of guidelines for
emergency research when patients are unable
to give permission to participate. Due to the
fact that traumatic accidents are sudden and
unexpected, and after careful consideration of
past research involving OCLHb™, the FDA has
ruled that this study conforms to the strict
guidefines for exception from informed consent.
Along with strict regulations for the
implementation of this study, the FDA requires
that the public be informed abowt this product
before the study commences. To communicste
. with us on this topic, please contact:

David R. Gens, M.D.
RA Cowlay Shock Trauma Canter
of Trauma
22 $, Groen Streot
MD 21201
(410) 328-3055
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Community Consultation Meeting

March 7, 1997
Minutes

Thomas A. Santora, M.D. Dr. Jesse Gardner
Ruthann Dailey - Reverend Florence Gelo
Leah Rapposelli Ms. Roberta Ginsberg
BJ. Moore, R.N. Mr. Billy Sconniers
Sally Hilton Reverend Thomas Sligh -
Serita Reels Mr. Le Roi Simmons
Mr. Darryl Davenport Mr. Charles Whiting

Officer Velma Dean
Pastor William Marquand deHeyman

1. Presentation

The problem encountered by severely traumatized patient was introduced. The
potential beneficial aspects of DCLHb were reviewed along with the need to apply
the new FDA’s exception to informed consent for this study protocol.

2. Commu.nity Issues

In general, community members voiced an overall "suspicion." Though they are in
favor of being on the cutting edge of potentially beneficially therapy for this
population of trauma patients, they felt additional communication would be needed
to alleviate their basic feeling of suspicion. These suspicions specifically were as

follows:

a. The community now views Allegheny University Hospitals as;."'big’ business" -
suspicious as to why this big business is now interested in their community.

o Reviewed previous outreach projects.
° Acknowledged that "community activities should have been greater in
the past.

b. Will race, creed and especially color dictate aho is enrolled in this study?

o The entry criteria for the study was reviewed.
The process of randomization once entry, criteria have been met was
outlined. The concept that the research mvestigator was not able to
control who received or did not receive study material was well
received.
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Community Consultation Meeting

March 7, 1997
Minutes
Page 2
c. Can the hospital overcome some of the negative impressions made to the

community due to less than efficient care provided in the past? Examples
cited were long delays in the Emergency Center as well as the outpatient
clinics. There was perception that the underprivileged or minority patient
population have been treated in a substandard fashion.

) Acknowledged that we have work to do to improve all "service areas,”
regardless of race, color, creed or economic status of our patients.

d. Will the minorities be treated differently or bare the bulk of the
experimentation in this research trial such as was done in the past, especially
noting that Tuskegee experience. The community voiced clearly their
suspicion of the federal government.

o I outlined the federal guidelines and indicated that in 1997, the federal
government could never repeat the mistake they had done in the past
with the Tuskegee experience. This is largely due to efforts by
community spokespersons (like our community consultation members) -
who would not allow that discrimination to occur.

e. The question of remuneration for this studywas raised.

. I shared with the community that remuneration was to the research
program in the Division of Trauma to help fund additional research to
promote further advances in trauma care. No personal financial
benefits would be realized. e

f.  The community voiced suspicion about financial benefit achieved by the
sponsor, Baxter Healthcare. They questioned the ownership of this company.

. Acknowledged that ‘the sponsor hopes to bring this drug to market
(where profits will undoubtedly occur).

g. Concern was raised that the investigators would not truly represent the
community at large. The overall sentiment was that an individual of color
would be well received if supporting this research project. This counsel
strongly emphasized the importance of involving physicians of color.

o Acknowledged and planned for subsequent meetings.
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Community Meeting - March 7, 1997

My name is Thom Santora and I am one of the general surgeons in the_hospital who has
dedicated my area of interest to the care of the severely injured patients. The reason that
we have asked you to come to talk with us today is to investigate your feelings about what
I think is a great opportunity to improve the care of our injured fellow community members.
What I would like to doistogoto a ver); short presentation of an investigative study that
we had the unique opportunity to participate in and then get some feedback from the entire
group and get a feel for where we need to go.

Specifically what we want to discuss today is our intention to do a research study that
involves the use of a blood substitute for the treatment of patients that are severely injured.
We need to really talk about the issue that surrounds using this type of intervention in this
population of patients. Because of the injured type of patient population represents a
unique challenge to informed consent I suspect that the conversation that we have is not
going to be so much about this drug per se but the whole concept of informed consent.
What I would like to do in that regard is to review some new federal guidelines-that allow
us to investigate potential exception to informed consent.

Person talks I cannot hear what she is saying

The drug that we are going to be looking out is called Diaspirin ???. It is made from red
blood cells that have expired in a sense that when you give é unit of blood it can only sit
on the shelf somewhere between 35-42 days. For whatever reason the Red Cross or Blood
Bank does not have a need for that blood unit after that time it has to be either given to

a research laboratory or disposed of. So what this drug is that it is made from those red

Wlansd A3 a0
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has done is broken the red blood cell covering or coating of the red cells and exposed the
molecules hemoglobin that actually carries oxygen. What we want to do is to look at the
use of this drug in patients that have severé trauma.

Why do we want to do research in this injured population? One-hundred forty thousand
(140,000) Americans die every year as a result of trauma. Most of these patients die from
hemorrhage and when the bleeding is so severe that it creates low blood pressure or
hypotension the standard therapy that we practice in every hospital across the country in
1997 is associated with a 40% death rate in that particular patient population. So that in
our estimation as health care providers is less than optimal and what we want to do is to
study new interventions and new drugs that can be applied to this severely injured patient
population to try and improve the outcome.

Q: Is the death rate of 40% because of bleeding or is it that it combines the percentage
with other reasons for death?

A: The bleeding creates scenario where the organs do not get enough nutrients supplied
and as such they begin to fail. So people die of head injury for example that clearly is
encompassed into this 140,000 thousand patient population of people wha die, but of the
people who come bleeding and with a low pressure 40% of those people die because of the
bleeding,.

Q: Do these people who die so so after resuscitation?

A: They have not had a timely enough of intervention that the intervention has not been
adequate for whatever reason.

Q:  If it is not a timely enough intervention if it were a timely intervention using the

current form of intervention would that decrease the 40%.
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A: Intuitively you would think it would but unfortunately despite the fact that our
paramedics and our EMS systems have developed ﬁemcndously since the injured pétients
are arriving in our emergency centers much faster then they ever have this death rate seems
to continue to occur. It may be that a good portion of those patients that would have come
in for low blood pressures if they would have languished out in the field for a longer period
of time are now coming in better shape @d havg survived. Nonetheless, we still have a
fairly consistent death rate from trauma and most of those deaths are related to the
consequence of bleeding even though the EMS service has in fact improved considerably.
Q: How has the emergency room service improved? We use to frequently hear horror
stories when the patient was lying out in the hall for hours without any care.

A: Well again, I think that in general patients that present with significant injuries are cared
in a timely fashion in most emergency centers. Now, of course, there is exceptions to every

rule but I do not think those exceptions influence these numbers to any appreciable degree.

What we need to do is to try and develop a strategy where we can use new interventions
which have shown promise in animal studies and in prior studies that may gaVQ'been done
in Europe and apply them to this patient population. I feel that we should do a better job
with this patient population then we are doing presently and though the interventions that
we talk about today are not like interventions of Penicillin back in the 1940’s that can
reduce the mortality considerably. What we are really talking about is reducing this
mortality maybe from 40% to 30%. You might say on the surface that does not sound like
a lot but in fact with 140,000 Americans dying each year asa, result of that if we can save

an additional 10% we are talking about 35,000. As a whole for society these things would
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add up considerably.

Q:(Thom) Why do we want to do a blood substitute study?

A:(Thom) With the numbers that I presented the current therapy with rapidly establishing
Ivs, giving patients salt water and blood transfusions we have mortalities that we just
described. In early operations we do not seek to influence that appreciably. This month
is Red Cross month and it has been up and down with our blood supply. Right now we are
not so bad but in general we can always use more red blood cells. This type of therapy if
we could show that it has a benefit it might reduce our overall need for red blood cells.
The trauma patient population uses 3,000,000 units of blood red cells each year. Itis a
tremendous burden on our Red Cross that is above and beyond the requirements for blood
for routine operations. If we can find a drug that can reduce that need we can tremendously
improve the overall health care system. Our purpose is to stabilize the patient from shock.
Presently we do that by trying to give crystalloid fluids or salt water, blood transfusion and
then early operation. What this drug will do is to potentially reduce an amount of blood
that we need to stabilize these patients. Every patient in this study whether they receive the
medication or otherwise will receive benefit just by the mere fact that we will be watching
these patients more closely in terms of laboratory studies and how they respond to treatment
in general. If we can demonstrate that this drug has beneficial effect when we incorporate
that into standard practice we may be able to save the lives of many trauma patients.
Q:(Thom) Who can be enrolled in this study? ,
A:(Thom) Any male or non-pregnant female over the age 18. You might say why are we
saying non-pregnant female. Because this medication has not been studied and its effects

on the fetus have not been studied so we want to make certain that we do not do anything
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bad to our unborn children. We need to make certain that these patients have shock.
Shock means low blood pressure or the effects of lo§v blood pressure and then they have to
have those findings due to bleeding. That bleeding can be either externally or internal
bleeding.

The study protocol is rather simple in and of itself. The study medication is as I described
to you. All patients will get standard treatment whether that be operation, transfusion or
just the salt water solution. Whatever is necessary to try and stabilize them. In addition,
about 1/2 of the patients will receive the study drug. All patients will be watched for 28
days to see the effect of their injury on their outcome in terms of how well their organs are
functioning and ultimately whether or not they live or die.

To reiterate DCLHB or Diaspirin ?? hemoglobin is a blood substitute. It is made from red
blood cells that have no longer the capability of being used safely in a transfusion. The drug
is made by breaking the coating of the red blood cells and then cross-linking or
prelimerizing the medicine, the hemoglobin, just so that it is stable in solution. The
interesting thing is that this medication carries oxygen as efficiently as our own red blood
cells do. The beneficial effect of this medication is not only because it carries oxygen but
it appears to normalize the blood flow to injured organs. Thereby it improves the most
important nutrient delivery oxygen to cells to try and decrease the effects of injury. In the
process of making this medication it is heated, filtered, pasteurized such that this reduces
and eliminates the potential for viral transmission. Thaj is above and beyond the studies
that are done at the time that the blood is donated whigh as'you all know they do a HIV
test and all of the viral tests to try and minimize that po;éntial, however, there is still a

small chance that there may be virus in that blood but this pasteurizing process should
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eliminate that risk.

The potential effects of DCLHB is that it has been shown in animal studies and in
preliminary human studies that it universally increases blood pressure ‘and for our trauma
patients that is a tremendously beneficial effect because the population that we have
targeted for this study are those that present with evidence of low blood pressure. This
medication will do that. It increases the supply of oxygen to the cells and normalizes the
flow of this important nutrient to the organs to try and minimize the effects of injury. In
a study in heart surgery patients this drug has demonstrated a reduction in the transfusion
requirements so that ultimately we may be able to stabilize these patients and reduce the
overall blood transfusion requirements even though the procedure these patient will get
blood transfusions if the doctor states that they need to have blood transfusions. Study
medication does not preclude blood transfusion. The interesting thing is that because of the
coating of the red blood cell is removed in this process that coating is what is important in
the blood typing. Anyone can receive this medication. There will not be a blood reaction
to this medication because the reaction that occurs occurs because of the coating on the
blood cells but since that coating does not exist this can be used in any patient.

There are some downsides as there always is to anything. This medication will discolor the
skin and it will usually do that for a transient period of time though shortly after the
introduction of the medication to about five days. The appearance would be that of
jaundice but when we look at the effects of jaundice it is ysually do to an abnormality of the
liver. Actually the liver of these patients or animals were normal and there was not any
evidence from a laboratory standpoint that there was a problem with the liver and the

yellow discoloration is because the mediation is actually in the skin for a transient period



000-000027

of time. The medication when it comes out of the bottle is red and occasionally it is filtered
by the kidneys and will turn the urine red. Again, tﬁat is a transient effect and has nét been
problematic.

Q:(Thom) Is this research safe? Because that is a key component to the real issue at hand.
The entire protocol that I have summarized for you has been reviewed and approved by the
US Federal Drug Administration and they have given theﬁ okay. In the process they look
specifically at who is going to receive the medication, what the benefits to that patient
population is and most importantly what is the risks of this medication. In weighing all of
those the FDA sees this protocol as being beneficial and not risky.

DCLHB in the study medication has been used extensively for four years. The benefits that
I demonstrated to you are from those animal and human studies. It has been reviewed in
those human studies by hospital review boards that like the FDA have found the use of the
drug in the populations that it was used in the benefit outweighed the risk. Independent
experts and a safety monitoring board will be set up for this particular trial so that every
patient enrolled there results go this agency, a panel of experts that do nothing more then
look at the results of the study to see if the medication is having any untoward effects. If
it is they will shut down the trial. Likewise, if the study shows that the medication is
overwhelmingly beneficial, they will stop the trial as well and recommend to the FDA that
this medication does not need to be studied any further but can be approved because it has
been shown beneficial. With all of these reviews the. process has been shown to have
increased beneficial effects when compared to the risks.

To try and safe guard the community and the patient we h;\.re an institutional review board.

It is called an IRB. It is a panel of scientists and lay people that look at each and every
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research study that is done in this institution and this board has reviewed our study protocol
and like the FDA before them have agreed that the benefits for this patient population far
outweigh the potential risks of the study. The research has been fully approved by the
federal government and the real issue at hand is the new guidelines by which we are allowed
to do this study. The medication is worth it. The real issue at hand here is that the people
we are trying to treat are so severely injured that they will not be able to participate in the
informed consent process'.

Q: Is Baxter ?? asking you to do this research?

A: Yes they are

Q: Are we the only hospital doing this research?

A: This is a multi-center trial that is going to be going on across the country. The only
approved site thus far has been in Allentown, Pennsylvania at the Lehigh Valley Hospital
but the next couple of centers that bring this ?? will be done in Delaware and Washington
DC but the studies centers are all over the country.

Q: Are you paid to do this study?

A: We get compensated in a reasonable fashion for what we do which goe§ into our ability
to do other research projects. So no one, like myself, I do not benefit personally.

Q: The hospital benefits?

A: Correct. The hospital and research programs benefits so that we can continue to
investigate new treatments for the care of injured patients. In my particular area of
expertise that is what I do. I do not gain any personal benefit out of being involved in this

study.

The specific criteria for this new exception to informed consent. We use to do this all of
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the time when we did studies through the national institute of health. They realize that
occasionally patients could not give informed conseﬁt and there were very loose guidelines
as to when you can apply this exception to informed consent. If you got.two physicians that
were not involved with the research project to agree that this patient qualified and it was
a safe enough intervention for the population at hand. It was very loosely done so the
federal government, the FDA in particular, drafted guidelines that went through the house
and senate and ultimately through the president’s office that became effective November
1, 1996 and this is the exception to informed consent guidelines. What the specific criteria
to apply those exceptions you must have an intervention or a drug that shows benefit over
risk and that stands to reason. Someone is not going to be able to be giving consent
chances are if they were to give consent or be able to give consent if the risks outweighed
the benefits nobody would do that. The balance has to be towards benefit. Especially when
you are trying to use the exception to informed consent. The

informed consent process must be impractical. Clearly when you have a life threatening
condition the care of that patient is the utmost paramount importance and to sit down and
try to give informed consent which if it is truly going to be informed consent requires a good
3045 rninuieS of interaction with the patient and/or their families. So that clearly is
impractical in this patient population. -If you utilize the exception to consent, you will not
adversely effect the patients right meaning that when they wake up they are able to decline
further involvement. It is not going to put them in a position where they feel like they have
been inappropriately used. Lastly, the criteria states thaﬁ you must have full disclosure as
soon as the situation is practical to inform patients that thi;)".have been involved in a study

and full details of what that involvement is and what the risks and benefits of the protocol
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is.
Q(Thom): Why is this particular study an exception to informed consent.
A(Thom): Well clearly our most severely injured patients are not going to have a situation
where they can participate in true informed consent. Their life threatening situation makes
this totally impractical. Because trauma is totally unpredictable often times our severely
injured patients do not present to our emergency center with next of kin or legal guardian
immediately available and if this study medication is going to be effective it needs to be
initiated within 60 minutes of the patients arrival to the emergency center. So the practical
natures of this state that often times our most severely injured patients do not have someone
who can speak for them. In that case the next of kin cannot participate in the informed
consent process either. If we did not have the exception to informed consent, we have a
large population of patients that we would have to use sfandard therapy on and accept the
fact 40% of those people would die consent will be obtained if it is feasible to do that
before the study medication is infused, that definitely would be done.
To summarize, this research project has a very vulnerable patient population. Vulnerable
in the sense that they have tremendous, they have a high incidence of having multiple
medical problems if they survive and there survival is not certain by any means. Forty
percent (40%) of them will die as a result of their injury. This medications seems in prior
studies to be safe and beneficial. Because of those two things we believe and I personally
believe that this medication has a very good chance of improving the survival of the patients
that T take care of everyday. To make this process work especially when we use the
exception to informed consent we really need to make our interaction between the hospital,

the review boards of the hospital, the doctors that care for patients and most importantly
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the community all on the same page. That we know what our problems are, we know what
we are doing about it and we all have the‘qppormmfy to voice our concerns. That is really
why we are here to do today. I have been long winded and I am going to sit down and give
you the opportunity to share with us your feelings about this study, the concept of exception
to the informed consent and any other isgues you would like to bring about.

Q: What are the risks of the drug?

A: As I said, the most common risks are the discoloration. That is not a big deal. The
major risk of this drug is high blood pressure but, again, that is the effect that we are
shooting to get in this patient population. If I gave this drug to you it would increase your
blood pressure.

Q: So my blood pressure would get so high that I would then have a stroke.

A: Notusually. It has happened in patients. In fact there was one patient where they used
this drug in a patient who had a stroke and the blood pressure went up every time the
patient got the drug and ultimately the individual died from the stroke and the benefit that
was supposed to have been achieved that is you improve oxygen flow to the brain. While
this individual died from this stroke and we could not say whether or nof that was made
worse by the high blood pressure. Clearly he had a stroke before and that is why he was
getting the drug. In the population that we are going to be looking at they come in with a
low blood pressure and the medication tends to make their blood pressure rise to normal
levels sometimes not even to normal levels depending ypon how severely the low blood
pressure is. Even though that is an anticipated effect of the drug and occasionally we might
see a transient high blood pressure it is not expected to be qften.

Q: How many people were studied so far?
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A: With this drug there has been 700 patients that have been enrolled in this study and as
I said ...

Q: Have they been all trauma patients?

A: No they have not all been trauma patients. Two-hundred of them were trauma patients,
another 200 were cardiac patients and there has been studies with renal failure and stroke
patients. The effects in those populations are all taken together the adverse effects have
been quite inf;equent.

Q: Will you give more information on the shelf life? What happens to ??

A: The reason the Red Cross does not use blood that has been on the shelf for a longer
period of time is that the blood levels even though the blood is cool and still metabolically
active, meaning that it still uses up energy in those sorts of things it becomes to affect
adversely the ability of the red cells to stay together so they break apart and that the Red
Cross feels risks of that is too high. In the process of making this drug DCLHB the problem
area is essentially stripped away. The coating of the red cell is totally removed so that you
are left with the important part of the red cell that being the part that carries oxygen and
that is maintained normal in this process. Stabilized and safe. )
Q: Have they found any other successful uses for this blood that is lost?

A: People have been trying to make this type of medication for quite some time and the
trick, again I am not an expert on the processing of the medication, the trick is to be able
to make it such that it remains stable and the cross-linkh}g process that Baxter has been
able to create here makes the hemoglobin stable. If it is not stable, then it does not carry

oxygen well. This is the first drug where that stability has been created. This whole idea

of blood substitution has been going on for about 30 years.
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Q: Other folks have gotten to this point and have done a trial and it has failed?

A: It has not gotten out of animal studies because the effects of the medication without this
type of cross-linking has been adverse.

Q: This is the first one to step from animals to bumans?

A: Correct.

Q: What other area of concern is has there been any demographical look at the target?
Most tranma patients probably here in Philadelphia would be from a certain group such as
young black maies? Have they been tested subjects? Is there any safe guard to make sure
that sex is not a concern? Race and economics?

A: Again, I think that a study protocol outlines who can be involved in the study. Male or
non-pregnant females over the age of 18.  They have to meet the entry criteria of being in
shock or having an effect of low blood pressure and they have to have evidence that they
are bleeding.

Q: What they have done to 700 people is that you look at that group and see if they have
met those criteria.

A: We have not done that with 700 people. Seven-hundred people have been enrolled in
human studies they have not all been trauma patients.

Q: In that group do you have the demographics?

A: 1 do not have the demographics. .‘

Q: Can this be done double blind. '

A: Tt is very hard to do this study double blinded and the reason being that the medication
is red and it is hard to adnﬁnister something that is colored and then truly be double

blinded. As a scientist that is the way you want to do things. So that there is no bias to
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anything. However, in this particular trial that 4is impractical and the reason it is impractical
is that as an in.vestigator we want our investigation to go on separate from the patient care
activities. In other words the premise of this study is that the trauma pa_t,ient regardless of
who that individual is will get standard care and the only thing that is going to be different
is that some of them are going to get the study medicine so that there is going to be a group
of people that are going to be caring for the patient taking care of their injuries, doing every
thing to get them ready for operation if that is necessary or to evaluate the full extent of
their injuries. Those people are taking care of the patients and there is going to be another
group of people that will take care of the study. Whether the patient gets the drug and if
so that individual or individuals will administer the drug.

Q: In my view in Philadelphia. I can’t expect black child to get the same treatment as
equal or white are!

A: I do not understand why sir.

Q: Because they ??? I mean just the way the society functions in the real. The same
treatment is not given to every patient and I can see a subjective group of people looking
and deciding which one will be tried on by the fact of that the hospital will '7” and if you
mess ??? child you would have a serious law suit. If you mess with this child tﬁat might be
homeless or coming from broken homes they probably won’t be ?7?? I am not accusing
anyone..I lived in this country for years. |

A: While I am not acknowledging that either but I hear you and I think that

(Another person)I do not mean to cut you off...a good exam;j;le of what he is talking about
here. I think that he is right on. Let takes the hospital here for example okay. Tuskegee

movie ??77 and last night when I turned the TV I saw the story of this black male ??
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Alabama and Mississippi. I saw that and both people even ?? More people have the
tendency to be something because some can m&e decisions. ???? Lets look at the hospital
here, I have been involved with the clinic here. I live in North Philadelphia. There is a
great mistrust of this hospital. For years I have been up here with doctors involved with
people here at this hospital because folks down there they are treated like dirt and
everybody that comes in black they are treated like dirt. Getting back to what he says now
with all going on and he is treated that way but it seems that in the hospital lacking trust
there is going to have to be some good public relations and I am glad to see you making the
first step by bringing community people here. I mean some good public relations .. I cannot
speak for all of Philadelphia but most Philadelphians who bring this to the Allegheny West
community of North Philadelphia some questions are going to be raised with the atmosphere
of mistrust and that movie I saw last night about that the black men. I am glad to see that
you are going in this direction but I think before you go into this black community there has
to be a lot of public relations to be done because of lack of trust especially at this hospital.
We are not just not?? For the years that I have been in N. Phila. 15 years now, I was up in
Mt. Airy and my baby was born here. It seems to me that over the years it just seems that
the equal calm to this particular hospital and the hospital has got to be body ﬁﬁe who you
are. Like I say everyone is treated like dirt. Alright. This has to be a trust system built up
here to make this point. When poor peoplé come you are talking about basically black
males in trauma. We saw ??/ high blood pressure in N. Phila, It makes me question about
that. The relationship of the hospital to the community and to come to us I am not saying
that it is not good but I do raisé questions about bringing it to us who will be effected.

A: The genesis of what we are doing today is just that because you know the community
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better then I even though I have been serving this community for the last six years in the
capacity that I have, I have a very jaded involvément. I see patients when they are severely
ill. You have a better understanding of the community and that is exactly why we brought
you here and I appreciate what every one is saying. Let me respond to the concerns that
you have about the minority, underprivileged regardless of color, creed . You are right, in
the past they make up the majority of the people that would fit into a study like this. I
would say to you, however, the results that we have right now would suggest that if you leave
status quo 40% of those people are going to be dead. That is not acceptable to me and I
would think it would not be acceptable to the community at large. Now I think that we
have to be fair and that we have to convey that fairness to the community so that they do
not have the impression that they are guinea pigs or any other negative effect of being
involved in this study, but if we can’t do studies in this population because of our prejudices
and our past experiences then we are not going to be able to move forward and make a
positive effect on this population.
(Person) Not just minorities but many of the studies in the past have singled out males with
the exclusion of females and they come up with results but they can’t apply ta everyone.
(Thom) I agree with you. |
(Another person) ???7272727227272722?7 I think you have to face reality. What you will
be facing. Before this became Allegheny f-Iospital nobody from Women Medical came
down to N. Phila to bring nothing to us. All of sudden now we found AUH has become a

big business and down at the bottom of the hill in N. Phila we are cared for when the big

- business comes around. What about they cared less because we came up from N. Phila here

before and we were treated like welfare people. When I brought my wife here to have my
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baby born until I pulled out my card and I showed the resident reverend doctor. Are you
a minister? Your wife in the school. You coxﬁe over here while other black folks are still
sitting there. All of sudden I am not talking about ?? okay all of sudden that this is big ???
Clinic in the community that is something we could have used 15 years ago. All of a sudden
you want to use a drug okay to include the community. My question is not against what you
are trying to do my question is that it seemed like nobody cared until this thing became big
business. Now these kinds of questions are being raised at the bottom of the hill. You
understand what I am saying. That is a very vital issue. While all of a sudden now here is
a big thing to give to the community when before all of this happened we were nobody at
the bottom of the hill.

A: I cannot answer that question and I think you are right. Maybe we should have been
doing this 15 or 20 years ago.

Q: I am not against the drug. The question is raised that why

Sally Hilton: Maybe we did not have the resources.

I say we need it, but I still have to raise questions when you come down to the big business.
I am not against the drug I say we need it okay but you say that you know nc_)thir_1g about
the community that raises 7?. Here is a doctor who knows nothing about us. |

(Another person) He said in the capacity that you know. He said that he sees them when
they are laying on the table half dead. But..;;vhcn I look up I still see a white doctor who

knows less about me from my community. That should not be ??. I am not against the

2

drug, T am not against the doctor but the flag goes up and say hey look that’s what

happened in Alabama. Suspicion. This is what I am talking about. Suspicion has to be

eliminated in order for this to happen. I am not fighting. In order for this to happen it has
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to be dealt with.

(Another person) I think that is why we are i]ere.

Exactly, that is why you are here.

(THOM) In response to that you are absolutely right. Physicians should be providers of
care which means reach out into the community, however, we also have a practical side.
There is 24 hours a day, 7 days a week. I have participated in the role that I have in the
comumunity trying to promote bicycle helmet safety in our youngsters. 1 have been very vocal
about domestic violence what we need to do about it before we can begin to bring this
problem to the forefront so again ...

(Man) I am saying that when you come down you have to face reality. These things are
going to pop up and I am just saying it is best

to deal with him get it out so this thing will happen. If you do not do it it will never
happen.

(Sally Hilton) and that is why we need you here.

(Man) I have one comment and one question. I am Pastor DeHeymand and I serve a
group in East Falls for 10 years. I live just down the street. I am not at the chﬁrch in East
Falls. What you said I find very interesting and I am going to take a risk and tell you why.
Because the people in this community (the "old timers) still refer to this place as Womens
Med. But I have heard just the opposite of what you said from members of my
congregation. They will say to me that I sat in the emergenq: room for 1 hour because I
wasn’t the right color (white). I‘always thought it was the revel:se and now I here what you

L]

are telling me. I am just making a comment and I don’t doubt for one moment what you
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say I am just saying that I heard because I am white.
(Thom) What I hear from both of you is that Qe have some work to do in providing better
service.
(Women) We are all suspicious.
(Pastor) My other question is that this will show my stupidity as a lay person If a trauma
person comes in and they are a list of drugs in that person’s system or whatever does that
create an adverse effect on this procedure of this drug.
(Thom) Again that is a common phenomenon that trauma patients often times come in with
various street drugs. The actual answer to that is that we do not know. It shouldn’t in the
sense that this medication will offset the effects of bleeding. The patients who receive this
drug have to have evidence of bleeding and low blood pressure. So if there is some other
medication that could be causing or contributing somewhat to the picture how it will interact
with the medicine we do not know.
(Woman) I do not think that you are ever going to get rid of the suspicion that black
people or people of different color have towards the hospitals or whatever but I think that
it is imperative that people like you Revérend and everybody who has relations with their
community to go out and tell them what is going on because I agree with wl:xat you are
saying and everything and I agree to that you are never going to get rid of mistrust but if
people can have your reassurance that this i;‘.okay and that you should not be afraid or that
this is a safe thing it will definitely help.
(man) that goes without saying
(woman) I am just saying that if it is safe and you think that is‘ safe could you support this

4

research project.
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(Man) What I was wondering because of the mistrust is that you should go to the black
pastors and to individual churches. When I séw Rosewood I was reawakened. In society
like this and the government supports that stuff. They were paying for it. When you come
to a community I have the responsibility of my people to raise these kind of questions and
to be certain about these kinds of questions and to know where the doctor is coming from
and the hospital is coming from even with the change of big business. I am one of those
who would say I think that it is needed. When you come in I want to know what is going
on, how is it being applied and these are the kinds of questions to protect the community
and the people that I serve. I think that you are right. I think that wrong step would be not
to go to the community organization because they are political but to go to pastors and

those churches and get the black clergy to endorse it. Do you understand what I am saying?

(Another) Being political.

(Rev) Not exactly being politically but in my community it is usually the church that takes
the leadership. The people respect the church. There is a large number of people in
church on Sunday morning. I think you should go to the black clergy to :invite Rev.
Patterson and talk with him. I think this would be a good thing but that is just my opinion.
(Thom) That is why you are here. I would"'like to make on¢ comment to ??/ experience.
The government was clearly wrong and I think that anybody who is alive now realizes how

wrong that is and I think that change in the federal government and how they view ethics

in general is in large part because of people like yourself that have been there to say now

wait. a.eqacpdo, YW -=- 0 T
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being taken into consideration. I think that the federal government could never repeat an
experience like that just because of the commﬁm'ty activitists like yourselves.
(Man) The system selection is ??. That is not in the hands of some human that will say we
will give him some, no not that one. We have to trust this person. Is-tixere any scientific

way? Everyone gets a number and it will be all number threes today etc.

(Th;)m) The problem with the whole process of enrollment is that fortunately these patients
don’t come in every day because if they did we would have a lot more dead people that ?7.
So the best I think that we can do is to have pre-established guidelines. This is what you
have to have to be considered for enrollment and if you have these things you do not fit and
it does not matter if you are President Reagan’s daughter or if you are my daughter. If may
not allay some of your fears but if my daughter should ever be in a situation like this I
would like to see her get this drug. That is probably not going to allay your fears about
looking and seeing well may be this person should have it and this person shouldn’t. It all
depends on whether you think this is a beneficial treatment and I my bias if you will in
reports that I have seen is that this is a beneficial treatment and if I could give it to
everybody I would like to, but scientifically I cannot do that because I have to se;z proof that
in human in this population it is effective. ‘We have been tested by ?? for four years the fact
that you have something which may save a hfe When you come to a hospital you want the
person to get better and the life to be saved. Red, yellow, green or blue you want that
person to get better. I think that the drug itself is something that should be used and used
throughout the city in all hospiials.

Q: How come this hospital was chosen and not other hospitals.
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A: The hospital has been chosen because of our reputation as a trauma center. There are
other trauma centers in the city that have also been invited to participate in the study. For
example, Univ. of PA, Temple, Einstein and my colleagues at those hospitals have just not
for whatever reason been as efficient at getting this study to this point. But yes it is not like

we are the hospital. I feel privileged to be involved in this study.

Q: As far as the issue ?? (PGH) general hospital ?? chose that hospital for studies because
in medicine if you chose a hospital we think but now we are not sure because it had the
worse cases there. It had the poorest people and the sickest people. So that would be the
hospital that was chosen to do the study because you had the worst of everything there.

A:(THOM) You may be right, I do not know. It was long gone before I came to
Philadelphia. Those large city hospitals also had the best doctors. The people that were
moving the cutting edge of science that is why the study was brought there. I am being

political here too.

(Man) But one of the things that happens is that the population that is tested w.oulc_i benefit
from the good things that come out of the test some of the paranoia would sﬁbside. The
problem is that the test and 4 or 5 people might die but something good comes out of it
then that population does benefit. Is there ..a guarantee.

(Thom): There is never a guarantee.

(Man): Who owns Baxter?

(Thom): I have no idea who owns Baxter. That is a good question. (Man): Is there a way

to get that information.
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(Thom): We could certainly try.

(Woman): We have no reason to believe that Baxter is not on the same page as wé are.
We have participated with them on several studies not just this. We have had a lot of
success and this hasn’t been an issue but we can certainly look into that.

(Man): It would interesting to see who owns it. This hospital has changed quite a bit.
AUH/MCP not East Falls.

(Woman): I have to be involved in changing this sign on the front door so you can imagine
(Man): So this hospital has changed owﬂership.

(Woman): Actually we have not changed ownership in 10 years. We have been with
Allegheny for 10 years.

(Thom): We just changed the name,

(Woman): The other part of suspicion ???. I'use to work for a doctor and we did a study
with a diabetic drug and treated an old diabetic patients and I wonder if he did that study
because he owns stock in the company. There is that kind of suspicion.

(Thom): That is not the case. That is too easy. Christine you have been kind of quite.
What are your thoughts on this? )

(Chris): TI'm listening. The trauma patient that comes in will be mainly tﬁe trauma
population.

(Thomy): It could be gunshot wounds, flank pains, falls, etc.

(woman): With the consent policy. This will be randomly done. 7?72

Cannot hear her. Will it be noted on their medical records that they were taking the drug.
. (Thom): Yes

(Woman): 7?7 family members or themselves.
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(Thom): Unless the family is present. If they are present, then we will check to see if
family is present and if so we will conform to standard informed consent. As I said often
times the situation does not allow for that ideally you might have the patient do that
consent, however, if they have a blood préssure of 60 that event right thefc is coerced. You
can tell that patient anything and they are going to say of course fix me I am sick.
(Woman): I am going to give you a scenario of Friday night, 1:00 am you get a gunshot
victim who was shot six times in a particular area . It is definitely trauma.By the time he
gets here it has been awhile. How would he be prepared? What would the determination
be when they come in?

(Thom): It is really the severity of their shock. If a patient comes in and is in shock and
there is evidence that the bleeding caused that shock because you could have a severed
spinal cord and have shock but it is not from bleeding. This medication will fix that
problem. The vast majority of people that are injured that come in in shock are in shock
because they are bleeding. So if they are over the age of 18 and they are a non-pregnant
female we would find out simply by doing a urine test to check and see if they are pregnant
and there evidence of bleeding then that person is a potential for the study.. Now that
doesn’t mean that that individual will get the drug. They will say this patien; meets the
entry criteria. You got to an area that has a bunch of envelopes and the first envelope on
the top is chosen and you open it and the c;hvelope says study drug or it says placebo. It
is not blind that in the sense that we know what the patients will get but we do not know
what the patient is going to get before we enroll them. In otl}xer words, if the two of you
came in I cannot sit here and séy I am going to give Mr. 7? the study drug and I am going

4

to give Mr. Simmons the salt water. I cannot do that. But if we both meet the study criteria
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I reach for one envelope and I reach for another envelope. You might both get the study
drug or you might both get salt water. The envelopes are identical.

(Woman): It is blinding.

(Thom): That process is called randomization. Blinding really refers to something else but
in the sense it is blinding.

(Woman): Back to discrimination. Is there a possibility that women would be discriminated
against here because if you are coming in and you have to check to see if you are pregnant
and if you can’t check within the hour they cannot get the drug.

(Thom): The test that is done to determine pregnancy literally takes 30 seconds. You take
a drop of urine, you put it on a glass slide

(Woman): ??? bladder or something?

(Thom): All of the patients in this process are getting their standard care and have a tube
placed into the bladder. It is one of the thing ?? ??

So that process even though it takes another step is done expeditiously. I do not believe
that women would be bias in this study.

(Man): What is the time frame for the study to begin? .-
(Thom): The process that we are going tilrough I would like to cuphemisticall;' say is our
community consultation. In the sense that what I had asked Sally she was very good to
bring you together as key members of the c:;mmunity to just hear what the study is about
and what we had done we had put together some drafts how we could communicate this
study and our intentions to do this study to the community a1;d what our initial thoughts
were is that we would advertise. in local newspaper and we would.send out specific letters

of invitation to key individuals which we hope you will help us identify to inform of our
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intention to have community meetings and the other thing that we would like you to help
us with is to try and identify key areas in the community where we can have these meetings
where we can get the most amount of awareness.

(Ruthann): Maybe it would be a good time to talk about some éf those different
communication kinds of things. My name is Ruthann Daily and I am from the hospitals
Communication Department. Essentially we want to be able to get your feedback on the
kinds of ways we should communicate to the members of your communities. What are the
kinds of things that we should do to let your community members know about this study and
we are not doing this study right now and that is something that I just wanted to make sure
that we are all on the same page about. We are not doing it and we want to get the
reaction before we decide at what point we are going to move forward. So I think that
some of you may have this. This is just alist of the communication activities that we want
to do. Okay. The very first thing that we want to do and I think what is essential is for us
to host community meetings. We want to go out into your community and I think your
suggestion of connecting with the churches is a great one. We will see you next week. We
would like to get your feedback on where we should go, the best places to be a,l}d whether

or not we should also invite people here or whether or not it is better to go out into your

own environment and meet with you and the community.

‘‘‘‘‘

(Man): I think it would be better to come to the community. Then again I express the
church gatherings and not during the week, but I would like to have a meeting like this right
after my church on Sunday mofning when everybody is there. It is hard to get people to

3

come during the week. Now what I did before in a meeting. I had about 250 people in



000-00004L7
church and I said that the pastor wants you all to say about 15-20 minutes. We will do the
benediction after. I invite the folks in, we had a very good meeting and everybody was
concerned and got involved. Meetings during the week is rough but I thmk that even if you
talked to pastors?? during that service and we would like for all of you to stay at the service.
If you can get into deliverance and on fire I do know churches like my church, ?? church’s,
etc . The idea is Sunday morning I would introduce you to the congregation but at the
church. I think that that is the best idea.
(Ruthann): That is a great idea.
(Man): I think that we need more written material.
(Ruthann): I would like to share some stuff with you.
(Man): Intellectual and scientific minds that are respected and we have Rev. 77 here as one
of our most respected intellectuals. We want folks that we respect to screen this material
and if they say ?77.
(Ruthann): If you have some folks that I can work with directly I think that would be great.
If you have any suggestions for me. In addition to hosting community meetings, we want
to be able to advertise those community meetings in your local newspaper so that everyone
is aware of when they are going on. |
(Man): Flyers and so forth especially elementary schools because parents are more involved
there and they come in and children tend flyers home with them.
(Ruthann): I would like to pass out a draft of an advertisement. This is an ad that we

would like to place in some of the local papers and there is a list here that I have made with

atter my church on Sunday moi'ning when everybody is there. It is hard to get people to

3

come during the week. Now what I did before in a meeting. I had about 250 people in
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2927
(Woman): I think it is important to go to high schools especially the urban ones around

here. 7?2?7227 You should have a doctor of the same color of the school so that people can

2?77

(Ruthann): That is a good idea we can definitely pursue that. I know that it is difficult to
just give your immediate reaction to the ad and when we connect at a later date we can get
some more feedback but this is the kind of approach that we think we are taking at this
point. Something to grab peoples attention. We are not going to be able to give them all
of the information in one advertisement in the newspaper but we want to be able to say this
is what we are interested in doing, come in for more information. These are when these
meetings are.

(Man): With Allegheny West we have a community fair that was set up 3 or 4 years ago.
Alleg West does a terrific work. I think a booth would be a good idea. I think that when
a crowd is there around the stand and the dancing is going on it would be a good time for
the hospital to walk up and hold the crowd from the community and do a slight presentation
about this.

(Ruthann): When is that event?

(Man): It is in June no date yet. I think to do that you need a large amount of people at
one time and then they can go to the booth for more information if the hospital would have
a booth.

(Thom): One of the things that I would like to focus on is that people are dying all the time
and the sooner we can get this trial going the sooner we may be.able to benefit some of

those individuals. Again, I think that your input is tremendously valuable and what we
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really need to do is to come up with a practical way of doing these things in a timely way.
There has to be some way of doing it in a period of time that is reasonable and the number
of events likewise has to Vbe fairly reasonable because again I have patients that are our
community that I take care of and I have to cpntinue to do that 7?7?
Cannot hear
(Man): How many people do you have?
(Thom): It depends on how much conversation is ?7.
(Man): There is going to be a lot of conversation. 2772277777
Movie and that is the category you might run into ??27?
(Ruthann): Present the whole scanner up front. You say this is what it is going to be.
(Man): Put the actual scientific data and the research that is being done. This is it and be
as technical as you can in a newspaper. Folks can read it.
(another man): One thing that he mentioned that I think is very important that we found
this out is that the doctor here let us see some black faces make some presentations about
this. In churches you should uses doctors of color when we are having a meeting.
(Ruthann): Forgive me I do not know your name but you mentioned about_put_ting out
information. Is this the kind of information? |
(Man): No I am talking about the actual technical information. What is the drug? What
does the drug do? Have a picture of the cell you know how they do . You see where
oxygen is going the cell is like this, etc. People understand that give it to them and then

once they read it some will not understand but there are "folks in the community will

* understand it and they will say this makes sense. The facts are good.

(Ruthann): Actually I was not capable of understanding it. I do not have that kind of
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background. We did this altogether and kind of worked it out so that it was easy to
understand.

(Man): all of this sounds good but the kind of folk at my church some of them okay you
have to break it down.

(another man) there is some trauma nurses in the congregation who will understand this and
your congregation will listen to them but 'they need to know.

(Ruthann): We would definitely want to have Dr. Santora on different radio shows. We
sponsor one on WWDB that we have plans for Dr. Santora to be on at the end of the
month. Somebody said WDAS and we will definitely look into WHAT that will be really
valuable.

(Man): I think it would be good if you have a meeting with these organizations. One is
called BUMP Black United Methodist Preachers. That is just a suggestion because you are
talking about ?? black clergy who are methodist in Philadelphia. The next thing is to get
in touch with Ralph ?? and then let him take you to the Black ??.

(Thom): Obviously by your own suggestion you see the altitude project and the enormity
of this project as we try to reach the community. Because what really constitutes the
community. We know that we service the immediate area however our helicopters go 50
miles and any body from any where could be driving Route 1 and have a car wreck. So that
issue of community. What is the community is really an important one for large cities like
Philadelphia. I think that we have to make the effort to try and be as broad in scope with
our effort as possible and the suggestions that you brought to t;1e table are very good some

of which we had thought about others we had not. The input that you brought to me is

particularly important and I appreciate that.
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(??) You have Constance Clayton in a part of this hospital. You are already in contact
with 7??? which is a huge piece of this community. -There are organizations that ydu are
working with now. Go internal and go through those organizations. You already have the
relationships.

(Woman): Are you a physician in research?

(Man): I work with young minds. I am the principle of Germantown High School.
(Woman): I do not mean to put you on the spot but what do you think of this drug and this
proposal. You suggested that he is somebody that he was somebody highly respected.
(Man): He is someone I respect.

(Principle): I apologize for being late as it works in the schools there are emergencies and
I had a couple to handle. From what I heard I think that it is a fantastic idea, I think that
it is a fantastic opportunity for this community to be on the cutting edge of something of this
scope. I think that those of us sitting here and those associated with the hospital ought to
be about the task of disseminating information and disseminating it in a manner that people
buy into what is happening, recognizing that this is an excellent opportunity and not
??guinea pigs but the fact is that it is life §aving and that it is something that is going to be
widely disseminated in a short period of time. I think that we are doing the n’gﬁt things in
terms of strategy.

(Woman): You have no suspicion at all?

(Principle): Not at all.

(Man): I do have a suspicion but I think we need to talk about that and work that out.
Reality is reality. I héve a suspiéion because ofr who I am. I think we need to work those

things out as soon as we can but I am for the program.
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(Ruthann): Do you have anything to add Dr. Santora?

(Thom): Well again that I appreciate your time and input and the only last thing that I
would like to ask is part of the process of doing this exception to consent is after we do the
study and say the community supports our efforts and we as a community believe that this
is going to be beneficial and we go forwafd and do this study we are mandated by the new
federal regulations to bring this information back to the community as a whole so not only
are we asking for input on how to get this information out to there but also once we have
what we set out to show good or bad it is going to go out to the community. Would you be
interested in being whatever that may be we are hopeful that this study can be completed
within 18 months. The idea is to enroll 850 patients nationwide in 18 months.

(Woman): When are you starting?

(Thom): Again, it depends on what it takes to increase awareness to our community and
what we feel is the degree of the project that we have in front of us. We need the
community because the feedback that I get from these meetings, from the community
meetings, from the talk shows all of that information has to go through our hospital board
that reviews research projects and they are going to hear all of the comments that have been
made today and they are going to have to decide as a representative of not only the hospital
but also the community at large does this serve our interest.

(Man): What is next? h

(Thom): I think what we need to do is to take tk;e information that has been brought on
the table today and put together a package for disseminating that to our communities and
how you want to be involved, if you want to be involved further.in that process I would

certainly welcome your involvement each and every one of you and the process will have
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to be fed back once we actually go into the community to the hospital board and if they are
comfortable that the community as a whole feels that this is something that woﬁld be
beneficial then we will begin enrolling patients but not until that time.

(Woman): What if it is not well received within the community?

(Thom): It will not happen.

(Principle): What then are our benchmarks in other words how do we know when it is a
go or no go. What are our standards of assessment?

(Thom): That is a good question. We could talk about that. If you would like what we
could do or what I could do is I can bring before I get the results generally available from
the hospital board I can bring this group back together and share those results with you.
I would be willing to do that. I feel like I owe you at least that much since you put two
hours of your valuable time today. That is up for discﬁssion. Those of you who would like
to do that I can contact you if not that is okay.

Can't hear.

(Thom) Is anyone else is interested?

(Woman): Lets do it like school. How many would like the reports and be 2 part of the
study. Raise hand. Everyone. Thank you.

(Thom): Thank you very much.
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Community Consultation Meeting
March 24, 1997

Present: Mr. LeRoi Simmons

Mr. William Sconniers
Reverend Thomas Sligh
Officer Velma Dean
Ms. Serita Reels

~ Vincent Cowell, M.D.

Dr. Vincent Cowell was introduced to all community members present as a co-
investigator on this program.

The need for additional support as back-bone individuals or groups prior to general
public disclosure was discussed in detail. Reverend Sligh felt strongly that additional
support amongst the clergy was needed. He recommended strongly that we obtain
the confidence of Reverend Blanks.

Action: Reverend Sligh working with Sally Hilton will set up a meeting with
Reverend Blanks.

Additional contact personnel were felt to be needed in each of the key areas that
constitute our immediate community. Those areas include: East Falls, Roxborough,
Germantown, Mt. Airy, North Philadelphia, and Allegheny West.

Action: Each representative from their respective area will generate a list of
influential people along with their addresses so that a specific letter of invitation to
the town meetings can be sent. Sally Hilton will be responsible for collecting these
ists and transmitting them to communications.

ly submitted,

Thomas A. Santora, M.D.

Professor, Department of Surgery

Principle Investigator

TAS/1h
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This is Medical Frontlers. The show with éurrent information on medical breakthroughs and answers
for your health care questions. Med_lcal Frontiers Is hosted by Dr. Joel Posner and is brought to you by
Allegheny University Hospltals, and by St. Christopher s Hospital for Children. Dr. Posner urges you to take
your health seriously and to rely on your doctor for definitive medical advice about your Individual health
needs. |

Exploring Medical Frontiers with Dr. Joel Posner. Only on“thé® talk station, 96.5 FM, WWDB.
(JP)  imagine this, you re riding in the street and walking In the street and someone shoots at you with'
a gun. You re brought into an emergency room, you re bleeding, you re blood pressure is low. With the
best care, you have about a 50% chance of survival.....with the best care. Why do we have such an
abysmal record in trauma care? If s because it is extremely difficult to do research on those kinds of things
that may save the life of a trauma victim. You re brought into the emergency room, generally unconscious,
often alone. You can't give consent for studies and so research into trauma and Its treatment has really
lagged behind a lot of other research. My guests tonight, Dr. Tom Santora, Assoclate Professor of Surgery,
Assoclate Director of the Regional Trauma Center, Pam Crilley, Assistant Professor of Medicine. She
happens to be the Director of the Bone Marrow Transplant Program, but more than that, she Is the head
of the Research Review Board for Allegheny University. They have identified, or nationally has been
identified, a product that may help to save the life of trauma victims. The problem, how do you study it?
Right now, Allegheny University, particularty MCP Division, has gotten permission to study what may be a
life-saving new drug for trauma victims. The University has decided in its wisdom that they will permit the
study i, and only If, the community wants it done. Pve asked Dr. Santora and Dr. Crilley to come tonight
to explain this study. We re supposed to be talking about dlzziness, but | think this is so vital that | asked
them to come tonight to explain the study and to as you who are listening to us to call and give your
opinion about whether such a study should be done.

Dr. Santora, it s true isrit it that the leading cause of death in people 44 and under is trauma?
(TS) Itis. Trauma Is a disease that can attack anybody; race, creed or color, but in fact, it tends to be
the leading cause of death for the most vital of our patients, those under the age of 44.

(JP) 1 wasr't exaggerating when | sald if you re brought to an emergency room, even one as good as



000-000056
the one on television, If you re brought to an emergency room with a low blood pressure from bleeding, you
have a little better than a 50% chance of surviving.

(TS)  Unfortunately Joel, youre right. The problem is just as you have described. We have been
handcuffed with our abliity to introduce new theraples into this situation because oftentimes tﬁese patients
are so il that they carlt give informed consent, which Is a paramount process for research subjects.

(JP)  And the fact of the matter Is, if you present to a doctor with heart disease, if you present to a doctor
with bowel disease, if you present to a doctor with cancer, that doctor, he or she, can explain to you a study
and you can yes, Pl be part of that study, so then we can develop things. But, think about it now......you re
brought into an emergency room, you re unconscious, you re bleeding, usually you re not brought in with
your family, so who gives consent for a study, so the study is't done. Dr. Crilley, you protect patients by
making sure that none of us, | have to tell you, truth In lending everybody, | personally am heavily funded
by the National Institutes of Health, particularly the National Heart, Lung and Blood Institute. A lot of my
staff and | live off of doing research studies. We publish and so for us k Is very important to do research.
But, Pam, before you Il let me do a study you want to be sure that all of my subjects are properly protected.
Can you explain how that Board works?

(PC) Wall, basically, its a Board that is made up of sclentists, physicians and lay members from the
community who get together and prospectively review potential research projects involving human subjects,
and what we re really looking for Is that the risks of the study and the benefits of the study are clear and
explained to the patient and that the study s extremely well watched for the duration of the study. _So that
if new information becomes avallable as the study progresses, that the IRB would be informed of that. And
we want maximal protection for the subject and also want to know that the subject is well informed going
into the study.

(JP)  For example, in the study that | have just been funded for to look at alternate treatments and lifestyle
treatments for high blood pressure, | had to go through your board to make sure it was safe before | could
even ask for money. You insisted, your board insisted, that we have an internal review committee that is

not attached to the study to make sure | was protecting my subjects and the Natlonal Institutes of Health
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wants an extemal review committee. So, everybody s watching me like a hawk and that makes me feel
comfortable. But, how about in a case like Dr. Santora, where he wants to study a new product, an
experimental product, its been tested in anlmals.‘shown to be effective, tested in volunteer human beings,
shown to be safe, now you got to test it in trauma victims. How do you protect those victlrﬁs?

(PC)  Well, | think that a lot of thought has gone Into the concept of looking at patients who can't give
informed consent easlly or their legally authorized representative, and different disciplines such as
neurosurgery, cardiac, In addition to trauma, have gone to the Federal government and asked for some
guidance in this and to set up certain conditions under which consent could be walved. And, this Is a lot
more complex, the whole process of obtalning consent is much more complex and there Is lots of layers
of people looking at this. A study such as this could not go forward If the FDA does not approve the study
In addition to the IRB and it has to be closely monltored.

(JP)  Now, the FDA has approved this study and you re IRB will only approve It Iif the community wants
it done.

(PC) Yes, we think It Is extremely important, as does the FDA, that the community in which you consider
dolng the research understands the purpose of the research and understands that the basic idea of it Is to
eventually Improve conditions for these subjects who have traditionally been under-studied and denled
clinical research trials.

(JP)  So, they re denied clinical care and P m going to tell everybody now that we re going to ask you to
make calls tomorrow and tell us what you think about this whole business. Everybody In this oommunlty
has got to tell us f they want this kind of study done and I'm go&ng to ask Dr. Santora a few more questlons
in a minute, but let me remind you that Iif you have any questions you want to ask tonight, or if you want
to tell us anything tonight about experiences you ve had with emergency rooms or with studles and
research, the numbers to call in Philadelphia and New Jersey, 365-4100, Pennsylvanla suburbs 664,4100,
Delaware 234-4100. Free call on the Comcast Metrophone and Bell Atlantic Nynex cellular systems. We
pay for the call if you call us on one of those two systems. Tell us about the study Dr. Santora.

(TS)  The research material is a blood substitute and we have been asked to participate in this trial of
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extremely Injured shocked trauma patlents to try and see If this material, as you described has been shown
to potentially be beneficial in animals and has been shown to be safe in man, but under these conditions
of severe shock will it be effective in man Is the real question.

(TS)  How do you plan to do the study? What will happen? [l be brought in for perhaps with my chest
crushed, bleeding, low blood pressure.....what will happen to me if P m In this study?

(TS)  If you meet pre-established entry criteria, then you will be randomized or you! ll be eligible for entry
into the study and the randomization process is: simply golng to a drawer, picking out an envelope and
deciding once that envelope is opened whether or not you! I get standard therapy plus saline solution or
standard therapy, which includes blood transfusion, operation and large amounts of salt water solutions to
support your blood pressure, in addition to this blood substitute. This blood substitute must be given within
the first hour after arrival at the hospital if it s going to be effective. Many of the audience, | am sure, have
heard about the concept of “the Golden Hour of trauma. And, the idea there is to try and normalize the
blood pressure and the blood flow to varlous organs to try and minimize the damage due to extensive
bleeding.

(JP)  And, what you re trying to do then Is give people, during the Golden Hour, what may be a golden
medication that may do something to help these.terrible statistics, 40% of people dying of trauma, coming
in with trauma and shock are dying. What do you say to folks who are listening to us who say It sounds
like they re experimenting with human lives?

(TS)  Well, we are experimenting with human lives. The situation right now Is unacceptable for_all of us
who practice In this area. Meaning, 4 out of 6 people that present after severe Injury with hemorrhiage that
creates low blood pressure, despite our best eﬁbrts in 1997 those patients die. And oftentimes, they are
our most young and vibrant individuals, and If s a shame to see these people continue to die despite our
best efforts when we know that there are potentlally beneficlal drugs and interventions that we have recently
been unable to test in this population.

(JP)  Just to et people know where you re coming from, you re looking pretty tired because you were

up most of last night with two patients, one of whom you were able to save, another one of whom died
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because of stab wounds despite your best efforts, and you were up all night with them.

(TS) That is true.

(JP)  So, you re not just a person who Is speaking from third and fourth-hand knowledge. What | would
like everybody to do Is this, call us at 1-800-PRO-HEALTH during business hours and say you 'ére interested
In expressing an opinion about the biood substitute study. You get to vote. You get to call us and tell us
whether or not you believe this study ought to be done in the community. That number, 1-800-PRO-
HEALTH Incidentally is also the number you can call if you still havertt gotten your Health Tips. They were
sent out about two weeks ago. If you want our list, our best list, of things you need to do for your health,
call us at 1-800-PRO-HEALTH and ask for the Health Tips. We'll mall It to you free and also ask to express
an oplnion about a study that may show the way to save the lives of trauma victims. Wéll be back in a
minute. (Commerclals)

(JP)  Hi, you re back on Medical Frontiers. We' re talking with Tom Santora and Pam Crilley. They re both
physiclans and both very interested in research. Dr. Santora Is one of the noted trauma surgeons In the
United States. Dr. Crilley is a hematologist/oncologist, but she is here in her capaclty as Director, or
President or Chairperson, what are you exactly?

(PC) Chairperson. |

(JP)  Chalrperson of the Review Board that protects subjects in studies. Pam, why do we even need to
worry about protecting experimental studies. Doctors wouldr't hurt folks, would they?

(PC)  Well, you would think they would not and | think often they intend not to, but really the odg!n of the
committees for protection of human subjects In the United States are based on atrocities In Nazl Germany,
some studies that went awry in the United States with the Tuskegee syphilis experiment In Georgia........
(JP)  Just to remind folks, the Tuskegee syphillis study, patients were allowed to die of syphillis at a time
when there was treatment just to see what would happen. We were all horrified when we read about that
happening in the United States in the 40's and 50's.

(PC) Thats right, and there Is still repercusslons of the Tuskegee experiment and as a resuit of that the

Federal government has asked different boards to look at the protection of human subjects and to try to
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obtain their informed consent and to make sure they understand the research before they enter into it.
(JP)  So, how do you...now, if Dr. Santora deals with folks who come In unconsclous, alone, dying, unable
to give consent. How do you get around the need for consent? How do you protect folks and yet study
conditions like this with studies that can be life saving?

(PC) | think that s a very difficult question and | think that the answer Is that these patients have been
under-studied, are in a life-threatening situation where there is insufficient sclentific evidence to prove the
best way to iImprove their outcome and that such patients need to be studied with additional safeguards and
additional protection to try to make sure that their entrants are protected and we do look at potentially
talking to family members, legally authorized representatives and hopefully the patient him or herself once
they recover, If they recover from such a situation, and these types of studies will be reviewed with great
scrutiny.

(JP)  And what are the exceptions that are made Dr. Santora? | mean, how do you get around this
informed consent? What conditions have to be met?

(TS)  Waell, the FDA has come out with a recent change in guidelines that was published and went into
effect November 1, 1996, and it allows an exception to informed consent under very strict guidelines. Those
guidelines involve situations where there is life-threatened processes. That, the research could not be done
without the exception to consent. The benefit/risk analysis of the study or the drug Is in favor of a benefit
aspect of things and that i, In fact, there is family or proxy decision maker that can give consent, that
consent will be obtained. ,

(JP)  So, let me go back over this; the four conditions that have to be met are 1) the condition ﬁas 16—b9
life-threatening, 2) you have to have good reason to believe that the treatment may hold the promise of
saving lives, 3) the person has to be absolutely unable to give consent and, 4) you have to agree that if any
family Is present you will check with them before you go ahead, and ¥ those four conditions are met, my
Iifelslndanger.therdsreasontobelieveyoueah help me with the treatment, | am out of it and unable to
give consent, and my family s not around, if the community permits we will go ahead with the study If those

four conditions are met. | wonder if people listening to me would like now to express an opinion as to
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whether studies fike that ought to be done. You-can do that by calling during business hours 1-800-PRO-
HEALTH and saying what you think about it, saying you d like to express an opinlon, but you can call us
right here, Philadelphia and New Jersey 365-4100, Pennsylvania suburbs 664-4100, Delaware 234-4100. It's
a free call on the Comcast Metrophone and Bell Atlantic Nynex cellular systems. Tom, you 'Qamed to say
something?

(TS)  Joel, the FDA painstakingly came up with these guidelines, working some 2, 2 % years with very
learned people, the lay people, ethicists and sclentists in the emergency medicine area and these guidelines
were drafted to make, what they felt, was the safest protection for these subjects and still allow the
necessary research to move outcomes In the right direction. Now, there are other things that need to be

done to undertake an exception to informed consent. Additional precautions to protect the rights of the

subject. Maybe Dr. Crilley can add some of those, but the Issue is if you carf t get consent from the patients

that you re studying, then the idea is to try and inform the community from which your patients are most

likely to be drawn, so that before you undertake a project like this where you use an exception to informed

consent, you go out into the community and you outline the study. You outline the problem and you inquire

about thelr feelings, and those things are going to be very germaine for us as we move forward In this

project because our community is who we serve and we need to have them understand that we belleve this

is a potentially beneficial therapy, but they have to believe It Just as much as we do.

(JP)  We're talking to Trauma Surgeon, Dr. Thomas Santora. He's Assoclate Professor of Surgery,

Assoclate Director of the Reglonal Resource Trauma Center at Allegheny University Hospital. Or Pamela

Crilley, Assistant Professor of Medicine, Director of the Bone Marrow Transplant Program. She ls als;: the
Chairperson of the Internal Review Board that allows all of us to do research or not to do research. She
Is in the business of protecting subjects. We are talking about the study of a potentlally lifesaving drug on
trauma patients brought in unconsclous and alone. Do you believe such studies should be allowed to be
done, par!bdady because they may save the lives........how many folks do you think die of trauma every year
in the United States?

(TS)  Iltis afairly consistent number and it s large. It s a 140,000 Americans each year die from trauma.
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Most of those people, in fact, die as a result of major bleeding.

(JP)  And so even if you could save less than one-half of them, you re talking about saving 10,000 people
a year.

(TS)  Well, more than that. Our study Is not looking for the results that you saw in the 40's from penicillin
where you had absolute cure. What wé re really looking to do Is to reduce the montality by 24%.

(JP) 1 actually misspoke myself, | should have said 1,000 people a week, 1,000 lives a week could be
saved if this and other studies like it showed the way.

(TS)  Wall, that may happen, but if we could see a 25% reduction in the mortality we would save, on
average, about 35,000 patients a year in the United States alone.

(JP)  So, 35,000 patients a year, you re talking about 2,500 people a month. Two thousand five hundred
folks a month if this study and others like it helped out. And you will not permit the study to go forward
without community permission?

(PC) One of the considerations the IRB has Is to serial look at the study before it fully approves it. First,
it looks at the scientific merit in the study and makes sure that the pre-clinical animal studies support the
potential use In human subjects. The FDA also must look at the study before It s allowed to go forward and
the IRB will decide after the community has given some input; community leaders and members of the
community, so the IRB can help determine if they consider it a study that should go forward.

(JP)  What do you think kills most people who come in in Trauma? What specific thing happens....are
they shot?, hit in an auto accidemt? | mean, the folks you see at MCP, for example.

(TS)  The major problem Is that they bleed and when they bleed they reduce their nutrlent flow to \;arious
vital organs, and the most important nutrient is oxygen, and that s where this blood substitute really has lts
most potential benefit because It actually carries oxygen as well as the hemoglobin in our own red blood
cells. In fact, this material lsnmdeﬁomhuman@ cells that are no longer usable because they ve been
on the storage shelves longer than the advisable 42 days. The sponsor, Baxter Healthcare, has taken this
expired blood, which has already gone through screening processes, they ve stripped the coating from the
red blood cells and they have done a chemical reaction where the material, the hemoglobin, is made stable
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and still has the capability of carrying oxygen. Therefore, when you give this blood product, or substitute,
to trauma patients they can carry oxygen to their vital organs and,

(JP)  Let me just as you that, what | was asking was a different question. What is dolngr this? What is
causing 140,000 deaths? Is it car accidents? Is it drunk drivers? is it people getting shot, staﬁbed? What's
doing it?

(TS) It's that whole spectrum and it is different for different trauma centers. In our particular trauma
center, we have about 75% of our victims that walk through the door or roll through the door are victims
of what we call “blunt trauma”. However, the .......

(JP)  Ghve me an example of blunt trauma? |

{TS) Blunt trauma; a fall from a great helght or somebody who has been involved in a motor vehicle
accident. Those are our two leading causes of blunt mechanisms. However, the other 25% are from
gunshot wounds, victims of intentional violence, where thelr mortality Is quite high.

(JP)  And, one of the patients you lost last night was stabbed muitiple times by a lady who decided she
didrf t want to see him anymore.

(TS) Thats correct.

(JP)  Yeah, | mean this must be a tragic thing. How real do you think the show *ER Is In reflecting what
actually goes on in your life?

(TS)  Well, | mean, you dorft fool around with any of the nurses like they do on*ER’, but ...

(JP)  Cause your wife wouldrf t fet you, but how real Is what goes on professionally? o
(TS)  Totell youthe truth Joel, | dorf twatch that program so | really carf t comment on that, but | @épect
that the ratings wouldrft hold up I it was anything near reality. But, certainly big city ER' s are busy and |
think that that s they depict. Some of the undertakings, | understand, are a littie dramatic, but nonetheless,
the emergency room is a hectic place and If s a spot where a number of our young people die and if we
could do some of the things that are on the horizon and with this new FDA guideline for exception to
informed consent, if we can get our community to see that this Is a big problem for our young people and

for people of all age, color or creed. - ‘
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(UP)  You think it can make a difference?

(TS) it can a difference.

(JP)  Ithink Pat in Northwest Philly may disagree with you. Pat, you re on WWDB.

(Caller) Hi, | just wanted to ask, | didr't hear the very beginning of this show. What is the name of the
product? .

(JP)  What s the name of the product?

(TS)  The product is called, RECORDING STOPS AT THIS POINT AND PICKS UP BELOW............
(Caller) If you re familiar with that, do you know why that isr't used more often?

(TS)  Yes, Fluosol is a fluorocarbon. it also carrles oxygen, but unfortunately, doesrft have the same
properties as does hemoglobin and it s beneficial effects have not been as great as the preclinical studies
have suggested with this product.

(Caller) Uh huh. Lives have been saved with that though, haver!t they?

(TS) 'msomy, | didr't hear that question.

(Caller) People's lives have been saved by use of Fluosol, haver t they?

(TS)  Under certain circumstances | belleve that to be correct. I'm not at all familiar with the full literature
on Fluosol.

(JP)  Pat, what do you think in general about the idea of doing studies on people who come In In severe
trauma like this, hoping to develop techniques to save lives?

(Caller) The only thing that | have agalinst that at all is that some people want absolutely no blood products
whatsoever. So, that's the only thing | would have against that and some people feel that for—féllgious
reasons and then other people feel that for other reasons.

(JP)  You know, Pat, | agree with you, but let me tell you what happens right now, f somebody, even a
Jehovalt s Witness who has very strong feelings against trauma, against blood transfusions, is brought into
an emergency room and nobody knows that that person is a Jehoval! s Witness, and If that person appears
to be slipping away and needs a blood transfusion, he or she will get a blood transfusion. Now, if you know
that it s a Jehovalt s Witness you worl t, but if you dorit you will. And, one of the exceptions in your study,

10
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Dr. Santorg, Is you worl t take Jehovalt s Witnesses in the study.

(TS) Thatstrue. If we know that the person has a strong contention that they would not want to have
blood products under any circumstances, then they are not a qualified candidate for the study.

(Calier) Right. '

(JP)  And, they d be out of the study.

(Caller) Right. Well, | often feel that hospitals should at least have Fluosol on hand for people who wouldn' t
want biood.

(JP)  Yeah, that s fine, but how about the use of some newer products that might be better. | mean the
real question that everybody s grappling with is, how do you do studies on people who cari't give consent
and Dr. Santora is coming to the community and saying, I m asking the community give me consent, you
know, do these studies. ‘

(Caller) Right. Well, the only thing | can thing of which would sort of be monumental was to have people
signed for. For instance, If they have to go the hospital for something, while they re there, you know how
you make a Living Will, or Just give their.....

(JP)  So, you think people should sign forms in advance...

(Caller) Yes.

(JP)  when they re not hurt?

(Caller) Yes, at least they have the opportunity to do.

(JP)  Thafs an Interesting thought. Maybe with the driver s license or something. What do you t_hlnk
about that? S
(TS) Thats certainly a viable option. Unfortunately, that fits for all medical Mnesses and, unfortunately,
though most people say they believe in that, less than 15% of the population that | take care of and my
other hat | wear Is the Director of the Intensive Care Unit where | see a number of elderly patients, they dorft
have a Living Will or a proxy decision-maker, and | think that s 8 communication and educational problem.
So, | think you re on to something there. ‘

(JP)  Pat, I think you have a great idea and certainly one maybe ought to ask when you get a driver’ s

11
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license you sign, they asked me whether or not I'd be an organ donor, they asked me whether | wanted to
register to vote, maybe they ought to ask if l'm-wllllng to undergo emergency studies if not able to give
consent. | think if s a great idea.

(Caller) Right, 1 do to.

(JP)  Pat, thank you. Thanks for the idea.

(Caller) Okay, thanks. Bye-bye.

(JP) Lets see if we can get to Blil quickly on Bell Atlantic. BIll, you re on WWDB.

(Caller) Yeah, hidoctors. This is fascinating. fve been following several fluid replacement theraples through
my career as an EMT and | was a medic for 3 years as well.

(JP)  Let s just tell people that an EMT Is a paramedic, an emergency medical techniclan. Those guys,
and | use guys generically of course cause it s men and women, are very important in life saving.

(Caller) Yeah, my question Is would this study, would you be a) educating providers bringing patients to
your emergency room to identify patients, Le. asking if they re Jehoval! s Withesses or any history or soclal
history that they can provide, to possibly target like wé re taught now to do with the TPA, or the other
question | had is will this be eventually avallable for pre-hospital use?

(TS)  Well, Bill we have to demonstrate that there s efficacy In this patient poputation before it can more
out of this venue and into the pre-hospital arena:

WP) I kis effective though, can you see the day when it might be avallable to paramedics like Bill?
(TS)  Absolutely and the benefit of this particular drug Is it doesri t require blood typing. Anyon_e of any
blood type can receive this medication, so that s the horizon we d like to see this agent move In. | t'hink'that
Bilt s point about education, that s what the whole public disclosure is all about and we have various
professionals from the police, the EMS, that are involved in that process, so yes, we hope to get that word
out and share all of the study requirements with the public.

(JP)  Bil, thank you so much for the call. Drive carefully will you?

(Caller) That s why | pulled over.

(JP) Okay. Thanks Bill. We have to take this break. We'll be back to your calls in a minute. We're

12



000-000067

talking with about the advisabllity of doing a study like the one that s under review right now on people in

life-threatening situations unable to give consent. My guests, Dr. Thomas Santora, Dr. Pam Crilley, will be

back in a second. (Commerclals)

(JP)  Youre back on Medical Frontiers. We're talking with Dr. Thomas Santora and Dr. Pam Crilley.

We' re discussing a study that Is to be done among people In life-threatening situations where they are not

in a posltion to give consent. Dr. Crilley represents the Internal Review Board. She will not let the study go

forward, nor will the Board, unless the community expresses some interest in the study. Let me just remind -
you again, if you reinterested in our weight loss program, that s the Meta H Program, you can call right now.

The number, 215-TRU-2222. We'll send you stuff in the mail. Michelle at Comcast Metrophone, you re on

WWDB,

(Caller) Hi. Yes. | wanted to ask the doctor, there' s a couple drugs out now that stimulate the production

of blood cells. Could you ever see those drugs taking the place of transfusions altogether?

(TS)  Certainly not in the situation that we déscrlbed Michelle. These patients that are bleeding need

massive blood transfusions and those medications take quite some time to be effective.

(Caller) Oh, okay. Thank you.

(JP)  Okay. Justto kind of clarify that. You form approximately 1% of your blood cells every day, so

even if we could tum on double, triple the rate, you d still only form 3% in a single day, a single 24 hour

period and the fact of the matter is you can lose, what, 40 and 50% of your blood in some massive trauma.

(TS) Infact, most of the patients that we' re talking about have lost in excess of 40% of their c‘l'réuléting
blood volume, which in the average individual ls about 2 titers, which Is in the neighborhood of maybe 2
galions.

(JP)  Wow.

(Calier) Could | ask you another question?

JP) Go ahead.

(Caller) If someone has a pretty good infection such as a staph infection, does that ever cause suppression

13
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of production of blood in any way? Like if they had a.....

WP)  Dr. Crilley, what do you think?

(Caller) an infection In their knee or something like that?

(JP)  Dr. Crilley?

(Caller) Could that cause anemia?

(PC) Basically, if you have a serious infection of any type it can suppress bone marrow production which
can lead to a lowered white count, anemla, or even a low platelet count.

(Caller) Okay. Thank you.

(JP)  Thank you for the call. Jan in King of Prussia, you re on WWDB.

(Caller) | thank you. This is an exciting program.

(JP)  Thank you, Jan.

(Caller) Particularly In the area in which | live, King of Prussia, and I m very consclous of those helicopters
golng Into Allegheny and U of P, all the centers where these accidents victims will recelve proper care and
f m just hoping that when you come to the communlty Interests that you re not just going to keep It within
the confines of Philadelphla, but will explore how the people in those In whom you are going to contact for
this permission or for the okay..... '

(JP)  Jan, we re contacting folks right now and anywhere that you live if you can hear me, if you have an
opinion to express on the study during working hours, call 1-800-PRO-HEALTH. 1-800-PRO-HEALTH and
tell them what you think about the study. )
(Caller) Oh, that | think is exceflent. And, | just want to ask this question, people are taken to ;trallrna
center, they re most likely unconsclous, but you re there to save their lives. Would we have to wear a sign
saying “we want to go to Allegheny’, now | know that is........

(TS)  That s not such a bad Idea, though Jan. (Laughter)

(Caller) Well, you know exactly what | mean. You re gonna save lives, are we gonna worry about whether
or how you re going to save them.....just save us; Is it going to take a long time? What s the time element

on this?

14
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(JP)  When could the study start actually? | guess Dr. Crilley s got to give permission.

(PC)  Well, we have to have all the elements in place and we have to have permission from the FDA and
the IRB, and we have to have positive feedback from the community. And after all that is in place, we can
go forward.

(Caller) Do you have I, off the top of your head, how many years?

(PC) Oh no, if s not a matter of years.

(Caller) Oh, that s good news.

(PC) Notat all.

(JP) | would say that if you get 50 or 60 positive calls in the next two weeks that really moves it ahead
enormously.

(Caller) That s wonderful.

(JP)  I'm going to give everybody else the number, | know you have It already, it s 1-800-PRO-HEALTH
and say you want to express an opinion about the blood replacement study. Dr. Santora, you wanted to
say something?

(TS)  Jan, you might want to look in the area newspapers over the next couple of weeks. We plan to
advertise some town meetings that we will discuss this product and the problem of the trauma victim in
general, and | would encourage you and anyone you know that has interest in this area to please come out
and attend, and If you think of questions like Dr. Posner was saying, please give us a call. d be more than
glad to answer any question you have.

(Caller) Well, are you gonna be out in our area?

(TS) Waell, the exact location of those meetings has not been established yet Jan, but
(JP)  Waell Jan wants you in King of Prussia. | think you should go out there.

(Caller) Oh, I think he should too.

(TS) | hear you Jan.

(JP)  And walt till you see him, Jan. He's awfully handsome.

(Caller) He has so many.... oh how nice. We have so many automobile accidents, you know we live in
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traffic.

(TS) | know you do.

(Caller) So, you know, It s going to be important to us. | want to be sure you re going to take care of those
of us In the suburbs in your trauma center. |

(JP)  You make a great point Jan, and | thlnk,_ you know, | made a little joke there and it was probably
Inappropriate because this Is really a life and death question, and | have to tell you that | personally belleve
this is a very important study and | hope folks within the community will get motivated to call because some
day this study and others like it may save the lives of any of us or our children or our grandchildren.
(Caller) Of course, and when you arrive at the trauma center who Is going to care about side-effects...just
keep me allve.

(JP)  Thats right, | agree Jan.

(Caller) | thank you so much. Good luck.

(JP)  Thank you for the call. You know, | think that s a really good point, but people listening have got
to understand that If they dort express opinions now the study cannot go forward because Allegheny Is
probably one of the strictest places | have ever been at in terms of protecting people and listening to
community involvement. | dorf t think I ve ever been so pressed to justify every more | make when it comes
to research as | have been here at Allegheny, and | guess that s you and your fellow Fascists, Dr. Crilley.
(Laughter) Protecting everybody from people like me.

(PC) Waell, we re trying to protect human sub]écts. | know that everyone doesrft always agree with us,
but we like to discuss it with you because oftentimes you re right. o
(UP) 1 mean, you know, again ! m making jokes, we re on the radlo, i s late, we ve had a lovely dinner
together, but the fact of the matter is | am acutely aware of the fact that just because you re a physiclan or
a sclentist sometimes you get so tied up in your subject, you re so sure that your study Is important, that
you lose sight of the business you re in, and the fact of the matter Is you talked about Nazl Germany, but
we ve seen it happen in this very country and if 8 a scary business for alt of us and thaf s why all of us feel

better when we know there s an external group that Is sitting there making sure we dorf t do anything wrong.
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Delores in East Falls, you re on WWBD.

{(Caller) Yes. The reason I m calling you is | know about the artificial blood.

(JP)  Yes.

(Caller) One of the area hospitals in Pennsyltvanla, near Allentown, they have approval to go ahead and give
the artificial blood. it was on the TV and It was also in the Inquirer and | cut the article out and they have
approvﬁl to go ahead and they said they dor't need no, for you to sign to get the blood, and also they ve
been using it for operations now. And, guess what? The patients do well with that and | was glad to know
that because being a Jehovali s Witness, | dor’t accept blood and it would work well for me because
sometimes we need surgery and different things.......

(JP)  Thats right.

(Caller) and, we' ve been saying all along cut back on the blood, you know, dorf t use the blood. But now,
peoples beginning to say they dotft want It either because of other reasons, you know, like diseases and
things, you know.

(JP) Delores, may | ask you a question? bo you carry identification In your wallet that youdre a
Jehoval! s Witness?

(Caller) Yeah, { do have one. Now you re making me want to get it out cause | haveri t been carrying it and
{ should because | never know when 'm going to fall in the street or something.

(JP)  Right. Because the fact of the matter Is if you re brought into any of the hospltals in this area,
certainly any of the Allegheny Hospitals,.......

(Caller) Yeah, I m near there...

(JP)  and you have identified yourself as a Jehoval s Witness, you will not be given blood unless one of
your family members, you know, or unless you give permission.

(Caller) Yeah, we update it every year. We have a card to carry that says no blood under no clrcumstances.
So, Its good to know we can go near Aflentown....

(JP)  Yeah, go ahead, Tom?

(TS}  Delores, It s very good that you picked up on the Allentown situation. The trauma surgeons at
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Lehigh Valley are involved with this. This is a muiti-center trial, so dorf t get the idea thaf s it s only Allegheny
University MCP that Is involved Wlth this.

(Caller) We know over in Jersey a hospital that ﬁas it too. ,

(TS)  Right. Well they Il be about 35 centers across the country and what we hopetodo s énroll enough
patients so that we can actually see a beneficlal effect.

(Caller) You know, I'm to the point now where | thought | would need the surgery, because you know,
sometimes you have cancer your blood would drop, and | was praying that | would know somebody to get
artificlal blood out, you know what f m saying? A

(TS) Right.

(Caller) 1 know we would have to go to New Jersey and I d have to get my insurance to approve it. fm glad
now lits coming to Allegheny cause that s where my doctor' s on staff at, you know.

(JP)  You know Delores, one of the hospitals in the Allegheny System, Graduate Hospital, has a whole
bloodiess care program......

(Caller) Yeah, | know about that. They sent me sbmething today in the mall. | already had surgery there....I
know about that.

(JP)  Right. Delores thank you so much.

(Caller) | just want throw it in that we do have It started In Pennsylvania, you know?

(JP)  Thank you.

(Caller) Alright, have a nice night. Thank you. »

(P You too, thanks. And let me urge you again, if you have any thoughts about whether yoii want to
see this study done here in Phitadelphia, please call us at 1-800-PRO-HEALTH and say you have an opinion
about this study. Any final words before we take our final broak?

(TS)  Joel, | would just echo your point that we really need to have feedback from the community. W' re
here to serve the community and in this vital capacity we have to have feedback before we can more
forward with what we belleve is a potentially beneficlal therapy for our injured patients.

(P}  So,justcall 1-800-PRO-HEALTH during business hours and tell them that you have an opinion about
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the study. While you re there you can also ask for our Health Tips absolutely free. We'll be back in a
second. (Commercials)
We' ve been talking to Dr. Thomas Santora, he is Assistant Professor of Surgery, Assoclate Director of the
Reglonal Resource Trauma Center and Dr. Pam Crilley, Assistant Professor of Medicine, Dlréctor of Bone
Marrow Transplant Program, but she also Is the Chairperson of the Internal Review Board that protects
subjects In research. They ve been discussing a research study that both of you believe, and | believe, may
save lives someday. It is the study of a blood enhancing product really, If s not exactly a substitute, that *
may save lives of people that come in with low blood pressure secondary to trauma and half of those folks
die, aimost half die despite best care. They will vnot do the study without your permission. You can give
your permission by calling 1-800-PRO-HEALTH and saying you have an opinion to express about the study,
and they 1 get back to you and you say yes I'm Ip favor, no I m agin, and If there are a bunch of people in
favor you re going to let the study go ahead, Dr. Crilley, and if there arerft you re not going let it go ahead.
(PC) Thats right.
(JP)  Sounds good. Tom, thank you for being here. Pam, thank you for being here.
(PC) Thank you for having us.
(TS)  Thanks for the opportunity.
(JP)  Come on again and talk about some other stuff. This was really great and let me remind you the
number to call, 1-800-PRO-HEALTH. it s also the number for Health Tips.
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search may save your
life. of someone you love.

Emergency medical research presents unique challenges. Most patients will not be able to
give informed consent to use this therapy that could potentially help them. For this reason, we
are launching an educational program to inform the community about this therapy and its
potential benefits to severely injured patients.

In Partnership wi

P Friday, April 11, at 7:00 P.m at Devereaux United Methodist Church,
26th and Allegheny Avenue, Philadelphia

P Wednesday, April 16, at 7:00 p.m at Falls of Schuylkill Library,

Warden Drive and Midvale Avenue, Philadelphia

» Thursday, April 17, at 7:00 p-m at C.E. Pickett Middle Schoél:‘
Wayne Avenue and Chelten Avenue, Philadelphia

For more information, call A L L E G H E N X
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COMMUNITY MEETING
FRIDAY, APRIL 11, 1997
DEVERAUX CHURCH

Sally Hilton - Most of you already know me and thank you for coming out. I am the Director
of Community Services at Allegheny University Hospitals and I thank you for being here
tonight. It is important that you are here because what you are going to hear about is something
that is very important for you to know as much as you can so you can go back and educate other
individuals on what is being discussed tonight. I would like to introduce to you three gentleman
- Mr. Wayne Vaught who is an ethicist, who is on the Review Board for the study that you are
going to hear about, Dr. Thomas Santora and Dr. Vincent Cowell. They will be speaking with
you this evening. Please feel free at any time to raise questions that you have or, if something
is not clear, please ask them to explain it to you in another way - they are very used to that -
I do it to them all the time and they are very comfortable with that. Please feel free to ask any

thing you’d like to ask. At this point, I will tum the show over to the doctors.

Thomas Santora - I would like to thank each of you for coming out tonight. I know it is Friday

night and it is hard to break away from your families, but I very much appreciate the time that

you’ve given to us because we are going to talk to you about a very important topic.

I am a trauma surgeon and Dr. Cowell is a trauma anesthesiologist. We work over at Allegheny
Hospital and every day we see people from this community and other communities that come

into our emergency center bleeding and despite our best efforts, some of those people die. In
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fact, just last week there was a gentleman from a neighborhood right around the comer from the
North Fairmount area who was involved in a minor fender-bender and he got into a little
altercation with the gentleman that was struck ;md the gentleman took out a. gun and shot him
three times. That gentleman came to our emergency center and he may have been somebody
that may have been enrolled in this study that we are going to talk to you about and despite our

best effort - four operations and over 100 units of blood cells - that man passed.

We have kids that die every day. Just this past holiday we had another child that was injured
on Roosevelt Boulevard who was in a car wreck. She got out of the vehicle to inspect the
damage to the car and got hit by another car and was dragged 100 yards. She came into our
emergency center. She had a broken pelvis. She had multiple intemnal injuries. She died on

the operating table despite our best efforts.

This is happening in every hospital across the county. Every year 140,000 Americans die from
injuries. Most of them die because of bleeding problems. And, in fact, when people come into
our emergency centers and they are bleeding and they have low blood pressure, d_;spit_e our best
efforts, mine is trying to stop the bleeding, Dr. Cowell is trying to fill up the tank with blood
cells, 40% of those people, 40%, die. That is not acceptable to us and I hope that is not
acceptable to you as a community. If we are going to service a community, we have to do a
better job, but unfortunately, we have been somewhat hampered in our ability to make

improvements in how we can deliver trauma care for a number of different reasons. We are

very fortunate right now that the Federal Government has made some changes that allows us to
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do research that might in fact prove beneficial and help reduce some of those deaths and improve
outcome by allowing us to test new products,. new tecﬁniques, in the face of overwhelming
injury where patients’ lives are threatened. We have just an opportunity we would like to

discuss with you today.

There is a new medicine that is made from red blood cells that we have been asked to test in
patients that present similarity to the stories that I presented to you earlier. People that come
into our emergency room with low blood pressure, evidence of bleeding and if those patients get
this medication it is our belief that we can reduce the death rate in this population to something
that is better than 40%. Now, this is not like penicillin. When penicillin came out in the 1940's
it fixed the problem with susceptible infections, people were cured of the infections. We don’t
have those luxuries today, but rather, we might be able to reduce the mortality or death rate
from 40% to 30% and on the surface that may not sound like a lot, but in facf, if 140,000
Americans are dying each year and a 25% reduction in that death rate from 40 to 30% means
that we may save about 35,000 Americans each year. And some of those 35,000 might be me
or you or someone that we know and love and that is why we are here today - is-to talk about

having the ability to do this kind of work.

Let me tell you a little bit about this product. It is made from red blood cells. How many
people donate blood? Great. Well you know that when you donate blood they ask you a series
of questions to try to identify high risk behavior so that the blood supply that we use and Dr.

Cowell gives to our patients is as safe as it can be because we don’t want to transmit disease,
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especially the ATDS virus because it is a deadly virus. Despite our best efforts through the
blood banking process, that still happens, occasipnally -- one in 800,000 blood units are tainted
with that virus. What happens when you donate a unit of blood depends upon your blood type,
if it a rare blood type, you may in fact donate that unit of blood but that blood isn’t used. It can
only sit on the shelves for 42 days. It is not used it has to be thrown away. It has to be thrown
away. It is no longer safe to give as a transfusion. Well what this company that asked us to
participate in this research did was it took this blood that was going to be thrown away and made
another use for that blood. The red blood cells’ coating or membrane was stripped away thus
making the important internal component of the red blood cell, the hemoglobin that carries
oxygen to our cells that is important for ongoing life, it has made that available without the
coating. In this process of making available this hemoglobin, it heats that blood and it
pasteurizes that blood so that the product that we are wanting to look at is safer than banked
blood because in the process it goes through: the entire process of screening that the blood
bank does plus when it is no longer usable for transfusion in the process of making of the drug
that we are going to study it gets heated and pasteurized. And thereby, killing any virus that

might be in that product. R
What we would like to do is take this material which has been shown in laboratory animals to
increase blood pressure and as we increase the blood pressure in our patients that come in with
low blood pressure they are going to deliver oxygen much better to the vital organs and if we
can do that and I can operate and Dr. Cowell can give them the fluids necessary to maintain the

oxygen supply to the organs that we would have a better shot at keeping people from the
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devastating problems that we see on a daily basis.

Unfortunately, the people that we are talking about giving this medicine to often times come in
so sick, so injured that they can’t tell us, "Yes, I'd like to participate in that study." So the new
changes in the law through the Food and Drug Administration, which is the federal agency that
looks over how new treatments are developed, has now outlined very strict guidelines by which
if the patient comes in with a life threatening problem and the study medication or treatment
is more beneficial than it is risky and there is no other way to do the research that once they
approved the way we do the study they say that we can do this because in fact the federal
government recognizes what we recognize and that is that we need to do better at treating
patients with life threatening injuries. But as part of the process by taking away the individual
patient’s ability to say "yes" or “no" to receiving this medicine they want us to come out into
the community and tell the community as a whole what we are planning on doing so that we can
get the feedback from you, the community that we serve, to see whether or not you see this as
1) a problem that needs fixing, and 2) whether this fix that we are proposing is a reasonable
thing to do. Because if the community does not see both of those things that we. ought not to

do this.

Vincent Cowell - Dr. Santora has given you a background of pretty much some of the things that
we do in our daily job as well as give you some background on this new medication that we plan
to use and he has also informed you that the government has said that we can give this without

getting prior permission from the patient or the family member and thereby, this is the reason
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getting prior permission from the patient or the family member and thereby, this is the reason
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we are here tonight. There are two things 1) to inform you about the drug. Inform you why
we need to get it, what kind of patients beneﬁt from this drug, and 2) as part of the federal
regulation that says that we have to come out to the community and tell the community which
we are more likely to be serving what we are doing so that there is no mystery and perhaps
alleviate some misconceptions and suspicions which are understandable part of anything you
doing to someone without getting prior permission. Again, the purpose is to educate, to inform
and perhaps through this education process alleviate some misconception, misunderstandings and
suspicions about what we are doing. Pretty much what we are saying is that we have a drug that
relatively safe, a drug that we hope through our studies will show that we can save some of
these unfortunate victims that all too often, too often, come to our emergency rooms with
injuries that are life threatening because they lost a substantial amount of blood. And the one
thing that we want to make clear as well is this new drug does not mean we stop doing anything
that we normally do. We will continue to do the normal things that we would do to resuscitate
anyone that comes in with a life-threatening injury that is bleeding to death. We just select out
a population of people which we will choose to use either this drug or use salt water in the
'normal manner that we would, and, in over a 28 day period look to see if there is any difference
in the outcome based upon whether that person received the drug or whether théy received salt
water. Once we come to terms with the results, we can then decide whether this is a worthwhile
drug to use in the resuscitation of people who suffer from injuries to where they are bleeding

to death.

Now, we again want to take this further by giving you an opportunity to ask and talk about any
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concerns that you have so that we can be sure that we have done an adequate job alleviating any

apprehension, any suspicions, about the message we are trying to deliver today.

Thomas Santora - We feel fortunate to be asked to be involved in this study; I say that because
obviously both Dr. Cowell and myself and Wayne maybe to a lesser extent believe that this drug
holds the promise of being beneficial for the patients that we treat. There is no question in our

mind that the problem needs to be addressed by something more than what we are doing.

We are one of 35 hospitals across the country that will be studying this drug. We are the first
hospital in the Philadelphia area to get to this point. You may have read the story about the
hospital up in Allentown, that was the first hospital in the country to start this drug study. We
are the first hospital in the city of Philadelphia. There will be others that will participate in this
study, but as Dr. Cowell was saying, what we will do is that when patients come in and they
meet the criteria that demonstrates them to have a lif'e—threatening injury, then they will be
randomly assigned, meaning that a doctor that is taking care of that patient, whether it is myself
or someone else, will go to a box that has a series of envelopes and will pick out-an envelope
and will open that envelope and decide by the message that is on the inside whethef they get the
study drug or salt water so that there is not an individual as we are looking at the patient that
will say that this patient is such and such so I am going to give him or her the drug. It is all
decided randomly. The patient has to meet the entry criteria which means they have a low blood
pressure and evidence of bleeding and then that gets them into the randomization process with

the envelopes. Then they will receive either 2 coke cans or 4 coke cans full of either the study
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medicine or a similar volume of salt water. In and above all the other things that we do. We
will give salt water solution to everybody. They may get blood transfusions - both groups. Both
groups may get operations and most of the time when people are that sick, they get all of those
things. So the difference is going to be one group is going to get standard treatment and a little

bit more salt water and another is going to get standard treatment plus the study drug.

Vincent Cowell - On the issue of informed consent we want to make it also clear that it is only
in the case where the patient is unable to speak for themselves or a family member or significant
other is not present to give consent. If in fact someone is present, the spouse, brother or sister,
then we would observe the traditional practice of obtained consent before we would enroll
anyone in the study. As well as at any time during the study should a relative decide that they
no longer want that individual to participate that we would stop all involvement of that

individual.

QUESTION: That was part of the question that I was going to ask, but the first part of it was -

When would the study begin?

ANSWER (TAS): That really depends on how well we reach the community. We feel very
strongly that we have to have the support of the community that we serve because that is our
role and if we can do that, we have this town mee;ting and two additional town meetings set up
and Reverend Sligh is talking about having us come out on Sunday as well. So if we can reach

a large fraction of the community that we serve with those meetings, it is our hope that we can
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be able to compile all of the information - we have to give this information to Mr. Vaught who
sits on the Investigational Review Board that has to believe we have reached the community and
the community sees this project as beneficial. That is part of the role that they play and Wayne

maybe you can share more on the issue of human subject protection.

Wayne Vaught - I'm not a part of the research study - I don’t participate it in - I didn’t help plan
the research study. I sit on a committee which has been referred to the IRB or the Institutional
Review Board. It has another name at our institution which is the Committee for the Protection
of Human Subjects - which is perhaps a little more informative name than an IRB. These
committees have been set up all across the country at any institution which received federal
funding - whether it be Medicaid, Medicare, funding from the National Institutes of Health to
do various types of research or any institution which receives that type of funding has to adhere
whenever it does research according to certain federal regulations which have been established
to protect human subjects. These regulations were established in the early 70’s and one of the
main requirements of those regulations is to protect subjects from any type of research risk, any
type of harm that can potentially come from the subjects participating in those res_earc}_t projects
and to guarantee that subjects give their consent to participate in research so that reéearchers just
can’t go out and say, "Today I am going to do a project. This is what I am going to do and I
am going to gather up some subjects and experiment on them." That type of thing can’t happen.
Anytime someone wants to prepare a project like they have, they submit to our committee which
will review that and we try to look through their document to make sure that certain things meet

certain criteria to make sure that it is consistent with the federal regulations and one of those
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requirements is generally an Informed Consent Form which must be part of every research
protocol. What is being asked here is that in certain circumstances for them to waive that
consent. So that we have to take that very seriously because we do not want people to be
harmed by research. We want to protect the rights and the interests of the research subjects so
that our committee will evaluate their project and will take into consideration feedback that we
got from the community, from you, that will all come to our committee. We will review that,
we will review the protocol, we will see if it is appropriate. You can’t just waive consent.
There is certain criteria which have to be met before you can waive consent and one of the
research criteria is that informed consent cannot legitimately be gathered and the type of patients
that will be coming in - you can’t get consent from them and the need for this particular product
is so great that it is usually impossible to get consent from a family member or someone else.
So given that there are those federal guidelines we will make sure that it falls out, we will make
sure that there are no foreseeable risks that we can see that haven’t been taken into
consideration. And then we give approval for a research project to be conducted once we have
guaranteed that all of our concerns have been met and in fact protection of human subjects can

reasonably obtained in the research protocol. - -

So that is my responsible as a member of the Institutional Review Board. So I don’t participate
in their study. I just evaluate their study making sure it is consistent, making sure that there are
certain ethical requirements and legal requirements and then we give permission for them to go

ahead and do the research.
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QUESTION (woman)- I had an operation - I had a bleeding ulcer - when I got up there I had

to ask them for blood and sometime I have a lot of burning in my body and I want to know what

blood that you all gave me.

ANSWER (TAS) - This came up at a number of meetings. Blood transfusions are not without

risk. I think that Jehovah Witnesses are probably the most vocal about some of the risks that
are associated with blood transfusions. Some of the things that people relate to prior
transfusions such as having change in personality or this burning sensation that you are referring
to it’s hard to attribute that to the blood itself, but rather especially the change in behavior may
in fact be related to the reason why someone needed a blood transfusion. They may not have

gotten enough blood to their brain.

(woman) I have high blood pressure - would that cause that?

ANSWER (TAS) - I don’t know about that.

QUESTION: I have a question in reference to community, if I do have a largé crowd, but
could you possibly get a lot of the information about to the community - How would you
determine whether the outreach what was the suspect at various meetings and at this particular
community and the other thing - How would you determine to make sure that the community

was aware? Ok, we had enough community outreach. Ok we will approve or ...

11
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ANSWER (W.V.) - It is fairly difficult and in some ways subjective, but therefore following the
requirements of the federal regulations and one of things is documenting that you signed in when
you came her tonight. The information is being recorded. Questions are being recorded night.
We will have access to those. There was a radio show that was done and potentially brought
our audience of people who will be listening to that. We just can try to estimate Does it appear
and Does the information, the data that they are going to bring back from these types of
meetings and the signatures that we have addressed the question and concerns. Does it appear
that they in fact reached the particular audience that was necessary to meets those guidelines.

So we are just going to have to evaluate what comes in with what we are required to do.

TAS - Along those lines I think what Mr. Vaught said is absolutely right and there is no answer
to that question. This is the first trial that tests these new federal guidelines. Ok, so what might
be applicable in Philadelphia is not necessarily the same set of guidelines that would be applied
in Los Angelés for example. So, one of the things that we are planning on doing is that we
convened a group of community leaders, about 12 individuals, were asked to come to the
hospital and they gave their time for this project to hear what we had to say. Basically the same
presentation that we are giving today and we asked those folks, Officer Dean an;l Rev. Sligh
were two of the individuals on this council - "How do we reach the community and how do we
communicate with the community." We uséd input from that council to arrange these town

meetings.

V.C. - For you get to the point where they won’t realize that are being involved in a study or

12
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a project that they might not want to be involved in and what we want to do is a couple of things
1) also look at the other side and I'm sure that everyone in here is aware of that there is
something that is in the news right now is that President Clinton has elected to 'issue an apology
to an experiment that was done not too long ago in Tuskegee where in fact a group of black
folks were denied therapy to see how the progression of certain disease would go. So in fact
we have two sides of who to look at this. And either include or exclude people from this study.
And so, this approach we hope will do a couple of things 1) is through education and through
public disclosure is let people know exactly what is going on and have an opportunity to be
involved in the decision making of what goes on and realize that what we are doing is that we
are trying to save lives of those who are at most the most vulnerable point of loosing their lives,
I'm sure that most people feel that sometimes you might feel one way sitting and hearing about
it but if a loved one is facing a possible critical injury you probably would want everything
possibly done to try to help save that individual’s live. And so what we are trying to do is again
is trying to reassure everyone through this communication that of what we are trying to do is
give you an opportunity to ask your questions and hope to clear up an misconceptions that there

may be.

QUESTION: What mixture of the community is on the review board?

ANSWER (W.V.): The IRB is made up primarily of a variety - sort of disciplinary people from
within the institution. We do have a community representative who sits ont he IRB as well who
is not a physician - is just a person who lives in the neighborhood and she reads through the

protocols and participates and voices concerns that she feels would be appropriate for the

13
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individuals she is attempting to represent, which is the people that live around here. So there
is a community representative, but mostly it is professionals at the institution, scientists or

clinicians or other types, myself being an ethicist.

Tape 2 - Side A
QUESTION: .... What are the benefits of this drug and ... what kind of

ANSWER (TAS): We absolutely agree with that. Right. Right. Sure. Let me put it into

perspective. I'm going to answer your question and I'm going to try and touch every point, and
if I don’t if you can just remind me. But before we were in the process of being asked to
participate in this study they said "How many people would you at your trauma center take care
of that might fit into this situation of having life threatening injuries and having that from
bleeding." So we did an analysis, we keep records at the hospital of all the trauma patient that
we see - and we see about 1,000 patients a year that come through the trauma center. Not the
ER because the ER sees many more people, but just the patients that are admitted to the trauma
service which are surgical patients. Of those 174 patients fit this criteria in three years. So we
are talking about on average somewhere about 50 patients a year. So many 3-5% of our-patient
population and then to try to find out where in our community these patients lived p;'ior to their
injury, we broke that down by patient’s addresses and their zip codes. And I'm to tell you that
52 of those 174 patients came from North Philadelphia.

QUESTION (man): where did you get those numbers?

ANSWER (TAS): Medical College statistics. So that’s why this is an important community for

us. It’s your brothers and sisters, mothers and fathers, nieces, nephews that are being injured
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and coming to our hospital severely injured and life threatened. That’s first and foremost.
The beneficial aspects of the drug - It increases blood pressure. And as a hemoglobin it carries
oxygen. Oxygen is the most important nutrient for every cell in our body. It sustains life. So
by increasing blood pressure and carrying oxygen we éan support life until I can get the bleeding
controlled and as Dr. Cowell is tending to maintain the vitality of all the other organs while I
am working, he is working, this medication hopefully will allow us to diminish the bad effects
that bleeding cause. Most of you have probably have heard of the idea of the "Golden Hour"
after injury. If you can’t improve the blood supply to vital organs within an hour after
somebody is injured, they are going to have a bad problem. They may not necessarily die, but
they are going to have a bad problem. So this medication holds promise because we can
improve the blood supply and carry oxygen to the tissues. And it tends to normalize blood flow
to those vital organs.

Now, are there side effects? Absolutely. In fact, raising the blood pressure is a side
effect. What we have seen is as soon we give the drug. I mean instantaneously, the blood
pressure begins to rise. It normally rises about 35% above where we start. OK? So if we are
talking about somebody that has a high blood pressure to begin with then we may _make a
problem making it even higher. But remember the people that we are talking abm;t: ha;/e come
in with low pressure. They may in fact be high blood pressure patients or hypertensive patients,
but when they come to us their blood pressur; is low, and, in fact, somebody that has a high
blood pressure normally that has a low blood pressure is going to have a whole lot more
problems than somebody who has low blood pressure but has normal blood pressure normally.

So just raising the blood pressure is a side effect but in this particular population of patients that
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is going to be a positive thing. Might it be negative, it might be, in the fact that until I can get
control of the bleeding, raising the blood pressure may in fact cause more bleeding. However,
in animal studies it doesn’t seem to do that anymore than the salt water solutions or the other
resuscitative fluids that we normally use. But that may be a problem that’s why we have to test
this. The other side effects that seem to be fairly common with this medication is that it tends
to transiently create yellowing of the skin. Because the medicine resides in the skin until it is
removed from the body it will discolor the skin. You may hear the term "jaundice." When we
talk about the term jaundice in the medical sense it is usually because of a problem with the
liver, but in patients that have received this medication, their liver is fine, they just have this
yellow discoloration, because when this medicine is in the skin, it is yellow. Itis red like blood
and some of this material is filtered in the kidney and it can tumn urine transiently red. The
blood pressure that we talked about, the elevation in blood pressure, that also is transient. So
there doesn’t seem to be any long-standing effects of this medication and, in fact, the body

eliminates this medicine within 48 hours.

QUESTION: How long does the yellow color stay?

ANSWER (TAS): The yellowness goes out of the skin at 48 to 72 and the longes;t its been

around is 5 days.
QUESTION: Is this to be a “last resort measure”?

" ANSWER (TAS): Well Ma’am, I wouldn’t call it a "last resort.” I would say that what we do
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today we really haven’t changed our approach to the severely injured trauma patients in 20 some
years, really. We are looking for new ways to improve outcome and I come back to the
problem and that is 140,000 Americans die because they bleed to death and when somebody
comes in and their blood pressure is low from bleeding, 40% of those pec;ple despite Dr.
Cowell’s best efforts, my best efforts, the emergency ambulance crews that scoop the people out
of the street and bring them to our emergency room as fast as they can. Despite all of that, 40%
of those people die and who are those folks. In this community, they are young black males.

ESTION:
ANSWER (TAS): No, No, No. If they meet the entry criteria of having a low blood pressure
from bleeding they will be enrolled in the study. They may not get the drug, they may get salt
water, but they may get the drug.
QUESTION: Age
ANSWER (TAS): There is no cut off of age on the high end, there is on the low end at 18
because the issue of consent from parents and all. Did I answer all of your questions?
QUESTION: I was wondering if you 77?
ANSWER (TAS): No it does have drug effects. It carries oxygen and it tends to normalize
blood flow and it does that by combining with an element that happens to adversely- ::;ffe;ct the
drug vessels and hemoglobins of all kinds scavenge up this material that tends to dilate blood
vessels so that it acts as a drug. It has drug-like.;effects. You can call it a medication. You can

call it a drug. It is a blood product. Okay. I'm not going to try and hide behind anything.

QUESTION:

" ANSWER (TAS): Taken away. The coating of the red blood cells, the cells that we have in

17



000-000093

our bodies is striped away from this medication. Red blood cells have a shell around it. You
can think of it as an egg. The cell membrane is the shell and then you have the white of the
egg, that’s the fluid through which the yellow part, the yolk, is hemoglobin. And what this
company has done is that it has stripped away the shell and it has removed the white of the egg
and is left with the yolk, the hemoglobin, which is the important part of our red blood cells and,
in fact, whether you are Afro-American, Caucasian, Native Indian, Asian, or any denomination,
we all have the same hemoglobin. There are some different hemoglobins, like sickled
hemoglobin and that sort of stuff, but the basic hemoglobin is the same. So the thing that makes
us different is that the coating of the red blood cell has blood types, markers, on it so that if I
wanted to get a blood transfusion, I would have to have my blood typed and I can only receive
red blood cells that have the same type as mine because if I got another type my body would
react violently against that. But by removing that coating that contains all those type markers,
the hemoglobin can be given to anyone.

QUESTION:

ANSWER; Right. WhenI say it is a drug, it has drug-like effects. I think it is just a symanic

thing.

V.C. - the company refers to it as a blood substitute. For simplicity, some people call it a drug.

Some people call it blood substitute. But it is just a matter of symanics.

QUESTION:

18
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ANSWER (V.C.): One other thing I just wanted to clarify. People dealing with the issue of

blood transfusions do it for different reasons. The Jehovah Witness, in fact just to make it clear,
do that for a religious belief not because of the fear of AIDS, hepatitis and what not. Other
people make choices of blood transfusions for fear of transmission of diseases. Other people
make decisions about transfusions just because of the principle that if they don’t have to have
somebody’s blood, they don’t want it.

QUESTION: Is there an allergic risk?

ANSWER (V.C.): With this drug, none. Because as Dr. Santora just explained the part that
causes the allergic reaction has been removed. There is just the hemoglobin part of the blood
that would be given. Blood is a product that have many constituents. It has white blood cells,
red blood cells, it has platelets that cause bleeding to stop by plugging in holes. It has much
hemoglobin. The purpose of hemoglobin is to just carry oxygen. The blood does many things -
it carries sugar, it carries protein, it carry enzymes. Again, this substitute doesn’t do
everything blood normally does. All it does is carries oxygen which is a vital part of the

immediate resuscitative efforts. What we are doing is not giving you something that is going

to save someone’s life for the long haul. This is something to try to make an impact &uring that
first hour that someone comes in and may make the difference of whether or not we get the
chance to continue a person’s life beyond that immediate point were we see them in the
emergency room and get them to the operating room and by the time we make a decision to give

you blood in the emergency room, you best believe you are in trouble.
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QUESTION: What gets a patient qualified for this study?
ANSWER (TAS). There are 2 - low blood pressure and evidence of bleeding. Those are the
only criteria.

QUESTION:

ANSWER (TAS): That is on your way out Ma’am.

V.C. - When you get injured and a major vessel is open and you start to loose blood your body
is normally able to try to cope with it. It tries to stop the bleeding. Your body starts to clamp
down on the vessels to try to keep the blood pressure up. The point of trying to keep the blood
pressure up is that it drives blood to the vital organs - the brain, the.lung, the kidneys. Once
the body has done all it can, then what happens is that the kidneys no longer get that blood, so
then you start to have kidney problems. The liver no longer starts to get blood, then you’ll have
liver problems and the brain no longer gets blood, you start to loose neurons upstairs and what
we are trying to do is get a product that will at least provide those organs with oxygen until we
can get the hole fixed, until we can get you some other products that the blood normally carries
and one that coagulates, and stop the bleeding and plugs the holes so we can give you factors
that carry proteins, nutrients and other things. Again, it is a way to help us take éére —of you

in the acute or the critical "Golden Hour," one hour phase immediately following the time that

we get you into the hospital and try to take care of you.

QUESTION: Will other patients be able to receive this blood substitute, for example a woman

who has given birth and is losing a lot of blood?
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ANSWER (V.C.): It may eventually may get to them, if in fact that we find that this drug is

of benefit and, in fact, helps to save lives in this situation. Again, what we are doing here is
not a whole lot different that any drug that we use today. Every drug, every product, medical
product, or whatever has to start off somewhere. What happens is that somebody discovers that
this works to take care of a problem. Then they try it out on animals. Then they present it to
the government and say “Look at our results. This is what happens when we use this drug."
And the government has a big committee, and it is much bigger than his (our IRB), but very
similar to his, that makes a decision whether they think this drug is going to be helpful or not
in the care of people and they give their approval and then this drug comes on the market. What
the drug company has to do before it can do that is that they have to show proof that the drug
works in animals and it has done some research in humans. Alot of trials on humans go on in
Europe, India or in other places that don’t have strict FDA guidelines and things like that. So
they bring the data back from over seas and say look at what happened to people over there, it
worked. Sometimes the public hears about something that is working overseas and the public
is the one that knocks on the government’s door and say we need this drug. An example would
be the AIDS patients that find out that they are using a potentially beneficial new drug in
Europe and the FDA is dragging their feet and they are dying. We need this drug:: ﬂere is
a series of steps or protocols that must be completed before a drug is finally approved and this
study is one of such trals. The drug company"now is saying to us - we want to include in 35
sites around the country - we want to make that point clear to you - this is not just on inner city

people, this is in the suburbs, like Allentown. This is not only on'people getting shot. These

* are people who are involved in car accidents, who fall off tractors; get hit with baseball bats.
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However you can put a hole into somebody. These are people that might be involved in the
study around the country and once the results come in from these centers the company can go
back to the government and say this is what we found. If it looks like this drug helps, then the
FDA says go ahead and use it. If it doesn’t look like it helped much at all or-if it hurt people,
they will say go back to the drawing board.

TAS - To amplify on that - this drug has been studied in about 350 people over the last four
years and the process that the food and drug administration goes through is that they have to
demonstrate that the medicine is safe before they can allow the company to increase the dose.
So what they do is that they start giving the medicine or the substitute or whatever you want to
call it at a low dose and then increase the dose to see if it has any adverse effects on people.
Those trials have already been done to demonstrate that at the higher doses, this medicine is
safe. So now what the drug company has to show is that not only is this a safe drug, but it is
also something that can be helpful and if it can be helpful in patients that have low blood
pressure from bleeding due to injuries. If efficacy is shown in patients with traumatic
hemmorhagic shock, then you can use this substitute in women in child bearing that have low
blood pressure because their uterus is bleeding for it doesn’t really matter what the cause of the
bleeding that creates the low blood pressure is. If the drug is effective it will be effc-c:fivé in that
population. So that’s the hopes that this drug does in fact realize the potential that we believe

it has then it will come on the market and any doctor can use it in the appropriate circumstance.

QUESTION: Will other trauma centers in Philadelphia do this study?
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ANSWER (TAS): There are now five trauma centers. There used to be six, but we com

with Hahnemann. Temple is one. Temple is one the docket for this study as is Einstein. The
people at Jefferson are talking about it. The people at the Hospital of the University of
Pennsylvania are talking about it. But we are the first of the trauma centers in the city to get

to this point.

QUESTION: Is there any information on the benefit of this substitute in people?

ANSWER (TAS): Well again, this process is moving along fairly rapidly. Some of that data

is in the process of being written ... so in other words, these papers may be, some are written,

but some are in the process of being written.

QUESTION: Is there information on the use of this substitute in bleeding trauma patients?

ANSWER (TAS): There is certainly the animal studies that have shown benefit especially for
the shocked animals; for people that are in shock -- that information doesn’t exist because that
is the tﬁal that we are trying to do right now. So there is some work that has been done in
cardiac patients for example, that this medicine, or blood product, or whatever you want to refer
to it as, has been shown to reduce the need for blood transfusions after open heart surgéry-. This
medicine has been helpful for patients with kidney failure on dialysis. It tends to improve the
blood supply to the kidney and it has been of t;larginal value in patients that have strokes; the
idea here was if you can increase the blood supply to the brain at a time when it was most

vulnerable maybe you can minimize the effect of the stroke, but unfortunately to date, that has

not been shown to be beneficial.
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QUESTION: This information about the use of the substitute in people doesn’t exist?

ANSWER (TAS): I said that stuff is not written in the journals yet. It has been presented at
professional meetings but it has not been in print yet. About the efficacy of the blood product.
Again the safety of the blood product has been shown and the beneficial effects in laboratory
studies that have prompted the human trials are in print and I think that Sally has that material -

Did Sally not get you that packet - She has it - absolutely.

V.C. - One other point I wanted to make to is that in terms of being able to evaluate whether
or not we did our jobs in terms of presenting to the community. I want to emphasize and I
wanted to do this a little earlier is to thank each and every one of you and applaud you for your
community concern and interest in showing up. This is two way street, we must make an honest
effort to get this information out and try to make an honest effort to let each and every person
that cares about it, know about what we are trying to do here. But there is also a community
responsibility that if people have a concern, then it probably worth the effort of trying to show
up and be a voice as the process is evolving as apposed to be a voice after something has
happened. Rev. Sligh shared with us that it is probably not a good plan to corpmu_nicate
information when we have a full house when there is a crisis after the fact; what wé:ém. trying
to do is get people to come out and be a part of what we are trying to present here so that we
can perhaps shed some light on some misconcepfions and to have an opportunity to ask questions
and participate. For the people who didn’t make this meeting, we urderstand that people have

things to do, it is Friday night and people get off of work. We are holding two other sessions -

one which is not too far from here, Pickett School and another one at East Schyukill Library.
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We again are trying to get that information out though word of mouth and newspaper advertising
and someone even suggested that maybe the Mary Mason’s show. In any rate, we encourage
you all to ask anyone who has a concern to perhaps come back to one of the other meetings,
Rev. Sligh has made his congregation and church available this Sunday. Y(;u are more than
welcome to feel free to call me, Dr. Santora, or Sally or anyone in communications here to

voice some concern and get some questions answered.

QUESTION: You said that you will pull an envelop out of a box to see who gets what and do
you know how many people will receive the substitute vs.the salt solution?

ANSWER (TAS): No, there will be equal numbers but they may not be equal at our hospital
necessarily. What we are going to do, we expect to enroll about 20 patients in either 12 to 18
months and they will be sequentially numbers 1,2,3, all the way to 20. The first patient who
comes in gets envelope #1, the second patient #2, and we may find that out of that 20 it will say
the study medicine 11 times or 12 times and it will say that salt water 8 times or maybe vise
versa.

COMMENT: Then it won't be an equal number.

TAS: Well I don’t know. It may be. But what they’re going to be is over the 35 ééntt;rs that
will do this study across the country, there will be somewhere in the neighborhood of 850
patients enrolled and about an equal number ‘will receive the salt water in addition to the
standard therapy verses the blood substitute and the standard therapy.

COMMENT: Okay, then in other words, the number that’s going to come out will be equal?

IAS: Yes. Yes. Right. But we don’t know what those envelopes.say until we open them.
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That is the point we are trying to make.

QUESTION: How would patients get into the study?

ANSWER (TAS): Well, first of all you have to have low blood pressure gnd evidence of
bleeding. Those are the two things. If you came in as the family, we would épproach you and
say your loved one meets the entry criteria for this study and we would like to enroll him or her
in this study and you can give consent for that individual.

COMMENT: Could someone request the substitute?

TAS: No Ma’am. No it would not. The reason that studies can’t be given like that is that
would enter bias into it because again, this drug has potential to be beneficial because it
increases blood pressure and it carries oxygen. However, to be very honest, as I mentioned as
you increase the blood pressure that might cause bleeding, more bleeding and maybe that will
have a detrimental effect, it didn’t in animals, but we’re not animals. So even though most
things are analogous as you go from animal studies to humans, but we don’t know that for
certain. So we can’t come in with a preconceived bias. It has to be a random process.
QUESTION; What will the patients who don't get the substitute get?

ANSWER (TAS): Usual medicine plus a little bit more salt water. So in other words we are
doing the same thing. In other words we are doing the same thing. In other wdfas we are
going to have two teams of people taking care of the patient. There is going to be the trauma
surgeon and the anesthesiologist and then will be another team that deals Jjust with getting this
medication in the study group. So that there is not any bias by anything, we try to do the same
things in both groups except that in one group there is going to be an equal volume of salt water

and the other group an equal volume of the blood substitute.
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QUESTION: How many people will be involved in this study?

ANSWER (TAS): A number of patients? Yes. Yeah, there are ways to determine how mény
people you need to enroll in a study dependent upon what you expect the medicine to do and that
had been done and to show a 25% reduction in the death rate in the patients that received the
study medicine versus standard therapy essentially, they need 850 patients.

V.C. - that’s not just from our center.

TAS - Right. The expectation is that the majority of trauma centers will be like ours, busy so
that they can enroll 20 patients within about a year to 18 months. So that is the expectation.
QUESTION: Will the information from the study be available for review?

ANSWER (TAS): As a matter of fact, as patients are enrolled, that information is going to go
to an independent safety board. That is another one of the safeguards for the human subjects
that will be enrolled in this project. This safety board is made up of people that aren’t the
investigators, like Dr. Cowell and myself, and they are not the sponsor, they are not the federal
government, but it is this independent group of scientists who will look at the data as the data
comes in and after about 400 people are enrolled, they will look and compare if there is a
difference between the people that received the study medicine versus those that' rec_eivcd
standard therapy and a little bit more salt water. And if that number of patients show_s: fha.t there
is a marked improvement in survival after the study medicine, they will stop the study right then
and go to the FDA and say that there is no reason to continue to test this because it is no longer
ethical. It’s like the Tuskegee thing. If we demonstrate that we have a beneficial treatment it
would be unethical to not make that available to everybody who comes in under these

circumstances. Likewise, if that same safety council found that the study medicine was creating
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a worse outcome, it would stop the study and tell them there is no way the study is being
continued and you are going to have to go back to the drawing board.

QUESTION: Will this information be made available to us?

ANSWER (TAS): Well, I think that it hard to do that because it may be that all of the patients,
God forbid, all of the patients that get enrolled in our site, they all die regardless of what they
get, regardless of what happens. And up in Allentown they all live regardless of what happen:s.
And that is just sort of how it happens. We know that these people are so sick that we don’t
expect their mortality to go from 40% to 0. We don’t expect that. Realistically, that is not
what is going to happen. But hopefully we can save some of these people. We can reduce their
mortality from 40% which we know it is and it has been that way for years in this population
to 30%. OK? And again, that may not sound like a lot, but that 25% reduction in the death
rate over the entire United States amounts to 35,000 Americans each year. So that is a big deal.
But, can we look into the feasibility of doing that. Sure we can do that.

Well you know that Sally Hilton had suggested that we develop a trauma lizison group with the
community and I think that is a fabulous idea because again, I think it is important that you all
understand that this isn’t the fix to the problem that I see and Dr. Cowell sees every weekend
or every day that we are on duty in the emergency room. This isn’t the fix. The ﬁx:is stop the
drunk driver behind the wheel, take the gun out of the, especially the younger kids hands.
That’s the fix. But until we can get to that pdint, we need to have better tools to work with
because I will tell you it is real frustrating coming in day after day and seeing young people,
especially young people being picked right out of the prime of their life, the most vital part of

our community, despite our best efforts. We gotta do a better job.
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UESTION: Woman - I have trust in this doctor of what he is saying because he is the one that
saved me when I went up there, I had lost so much blood I was loosing consciousness. I had
to be rushed into the emergency room and they started working on me right away. He was there

to with blood and all that.

ANSWER (TAS): There is a contact number that you can call 1-800-PRO-HEALTH and I have

tried personally to contact everybody who has called the number and I will do my best to
continue this practice. But again I think that if it is possible to get as many people that you can
talk to the next couple of meetings, because realistically what I hope that you get out of this
meeting is that we don’t have a hidden agenda, people are dying left and right and we need to
try to fix that problem and this is one potential fix and the sooner we can get to this, the sooner
we can start on our mission. So we can get caught up in this progress trying to reach out into
the community and I think that it important. However this project turns out, we are doing the
right thing and we need to continue working with our community. That’s what we are there for
is to serve the community and I think that if we can get a larger group at the next couple of
meetings and a real good mix that we can have interaction and we can bring that information
back to the community council and then on to Mr. Vaught's group and we can mo_\:';a forward
with this process.

QUESTION: You sent out information about this meetings?

ANSWER (TAS): Yes Ma’am. We have sent out fliers, ads and specific letters of invitation
to these meetings. Yes. That was one of the reasons and one of the expertise that we got from

our community council. We tried to identify how best to reach the community and we got
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contacts from various church members and church leaders, block leaders and we sent them
personal letters of invitation to these meetings and again, I’'m not discouraged. I'm not
discouraged with the turnout of this meeting. I think that the Reverend is right on the nail, as
I'm sure he is most times, people don’t réspond unless there is a crisis or .they have strong
feelings one way or another and one can look at this saying we made this information available
and you as members of the community must have felt strong one way or another to come and
listen to what’s going on. You need to voice your opinions just like Ralph said. We really need
to know how you féel about this problem, this potential research project and anything else that
might impact how we take care of you as our community.

QUESTION:

ANSWER (V,C.): Again, we were just trying to share with you an honest effort to try to help
some people that far too often have been overlooked. I couldn’t begin to stand here and tell you
how it breaks my heart to see the unfortunate situations that come across my work. That’s the
real problem. But we can help some people. He was just saying that a young man is no longer
safe; we see them come to us at 10 or 11 years old with pockets full of drugs and seriously

injured.

V.C. - Any other questions before we wrap things up? Concerns? Comments?
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Second Town Meeting at Schukyll Falls Library

Dr. Sokil is here to be able to answer any questions that you may
have about the institutional commitment to the protection of people
that are involved 1in research studies at our institution in

particular.

My name is Thom Santora and I am one of the trauma surgeons over at
AUH/MCP. Vince Cole is one of my associates in the Department of
Anesthesiology. We are coming to you today to discuss an
opportunity that we have to help the patients that we see on a
daily basis. As a trauma surgeon I am called down to the Emergency
Room very frequently, just about every night that I am on call, to
try and evaluate and put back together people that have been
severely injured. For example, not long ago an individual from
this community was walking along the railroad tracks down here and
had his walkman on and did not here the train coming and was struck
by the train. This fellow came into the Emergency Center, as you
can imagine, he lost that battle and was pretty badly injured.
When he came in his blood pressure was low and he had evidence of
bleeding into his belly cavity. He would have been a candidate for
this study. Fortunately for him we were able to get him to the
operating room and get him patched up, but that gentleman spent
about 3-1/2 weeks in the hospital and required two operations to
get that done. We had another child not long ago that was involved
in a motor vehicle crash on Roosevelt Parkway:; A minor fender

bender got out of the car and in fact was truck by another vehicle
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and dragged 100 yards down the road. This child was brought in to
the Emergency Room with barely a pulse. We were able to get her
pulse back and take her to the operating room where she had
extensive intra-belly injuries and a badly broken'-pelvis and
despite our best efforts, this 17-year old girl died on Christmas
Eve. These are the tragedies that Dr. Cole and I see on a daily
basis and this is just a couple of examples of what could be said
of 140,000 Americans every year that dies as a result of injuries.
It happens to young people, old people, people of all race,
religion, creed, you name it. A vast majority of these folks are
in the prime of their life and, in fact, trauma is the leading
cause of death for persons under the age of 44. So this is a
cataclysmic problem and right now when patients come to our
Emergency Centers and their blood pressure is low from bleeding 40%
of those people die despite our best efforts. 4 in 10 patients
despite Dr. Cole filling up the tank and me trying to get control
of the bleeding they die. That is unacceptable to us as people who
see this on a daily basis and I would hope to think that this is
unacceptable to the community as well. That is what we are;heie to
talk about; is the opportunity to change some ofithose numbers. We
were invited to participate in a research study of a blood
substitute that has been shown to have promise to improve blood
pressure and improve oxygen supply to injured patients. Oxygen is
our most important nutrient that keeps ourselves alive and we have
been taught through medical school that injured patients have 60
minutes, which is called the Golden Hour, after'Lﬁéy are injured by

which if we could fix the blood flow to vital organs we have a
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fighting chance to get a patient through even severe injuries. The
hope is that with this research study we will use this blood
substitute in addition to the standard treatment that we use today
that is the same in every trauma center across the codﬁtry, but we
want to look at this medicine that will be given shortly after a
patient arrives in addition to the standard treatment to see if
this medicine can improve the blood supply during that Golden Hour
so that we can potentially get more people to survive. Just as I
was talking to a man in the back, this medicine is not expected to
be the same results as we saw in the 1940's with Penicillin. When
Penicillin first came out we gave it and peoples infections were
cured. We do not expect that with this medicine. There are going
to people that are going to get this medicine and they are going to
die anyway because there injuries are too severe but what we are
hoping is that it will reduce the number of people that die by 25%.
Say instead of 40% mortality in the standard treatment we expect to
see about 30% mortality in the patients that get standard treatment
and this blood substitute. That may not sound like a whole lot
but, in fact, if we talk about 140,000 RAmericans and we caﬁiréduce
the mortality from 40% to 30% we may be looking at saving upwards
about 35,000 Americans every year and one of those people may be
God forbid somebody that is near and dear to our hearts. That is
really what we are trying to do is to service the community. We as
medical people that see this side of our community activity see
this as a huge problem. It is killing our young people. Is this
the fixed of the probleﬁ that we see on a dailyfbgsis, absolutely

not. We need to take the guns out of the hands of kids, we need to
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take the bottles and the drinking out of the people behind the
wheel, that is going to fix those problems but until we do we as
people that take care of injured folks need to have better tools to

take care of these folks.
Another person:

To explain a little bit more about ??? is that the reason we are
here is that this blood substitute product called ??? is a
substance that has been produced by a company called Baxter Health
Care Corporation. This blood substitute has already gone through
some experimental research with animals and has also had some human
exposure as well although it has not had the kind of exposure in
the patient population that we are trying to familiarize you with.
What has happened thus far with this research is that the
government has sanctioned us to begin trials with this research.
If we can communicate with the community to allow them to
participate with a voice and feedback information knowing what we
are doing and giving us some feedback as to what they feel ahd what
they think about this process, about the research, about the
possibilities of being affected by what we are doing. This blood
substitute product again is priméry purpose is to carry oxygen to
the vital organs so that the cells receive the nutrients from the
workup of this blood substitute may perhaps a better chance of
surviving the critical period in which the person is literally
fighting for their lives. The government has';@lowed us to use

this without having to get consent from the individual because of
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the circumstances under which most of these patients come to the
hospital. Most often the patient comes to the hospital and may not
be accompanied by loved ones or may not be accompanied by someone
that is in the position to give consent to us caie for the
individual and quite obviously the individual themselves are not in
the position to give their consents. In the event that someone is
with the individual that is in the position to give consent, we
would follow the normal protocol that follows in any situation
This being a husband, wife, child, etc. ??? Tape gets lower and I

cannot here what he is saying.
Question: ??

Thom: Every case. Right, but the problem we aré faced with is
that trauma is unpredictable. We could walk out that door and get
hit by a car and unfortunately that happens all to frequently and
then the patient is brought to the Emergency Room with 1life
threatening situations and there is no one accompanying _that
patient. However, we will inquire whether or not there is some
there, we will look through their pockets to find out who this
individual is and try and contacE a love one as we do now to let
them know what the situation is and under those circumstances ask

if they would participate in this research trial.

Question: ?°?
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Thom: At this point in time the federal government in this three
year process has put a moratorium essentially on doing research of
any kind in the face of emergent circumstances because when people
come in either with heart attack, Dr. Sokil’s other haﬁ is that he
is a heart doctor, and when people come in having a heart attack
there are certain things that have been put on hold because that
patient really can’t give an informed consent because they are too
concerned about dying. So in a situation very analogous to the
patients that we take care of under these circumstances. So in
three years the federal government working with scientists,
ethicists, lay people have developed guidelines that just went into
effect November 1, 1996 that stipulates that if you have a life
threatening situation and you have a study treatment whether that
means some medicine, a blood substitute, some kind of operation
that has shown more benefit then risk and that there is no other
way to do the research trial and that the federal government has
looked at the exact plans for the research and have found those to
be acceptable and the group that Dr. Sokil heads at the individual
hospitals has gone through the same process in looking at’ the
protocol the exact steps that the researcher will do if those two
groups are found appropriate then a patient can be enrolled with'an
exception to informed consent. The additional safeguards for the
subjects because the individuals often times won’t be able to give
consent because they are not thinking clearly because their blood
~ pressure is low is to évout into the community.as we are doing now
and to try and reach the people that potentialiy‘may be subjects

for this research, God forbid anyone in this community, but the
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point of the matter is trauma is completely unpredictable and if
the community is aware of what we are doing and they have the
opportunity to come to us, hear more information, voice opinions
and concerns and essentially the sense that we get and Dr. Sokil’s
main purpose here today is to get some feedback from you as a
group. If you see this is beneficial and you see the problem as
life threatening then we would proceed. Now if the community said
I do not see this as a problem meaning that it is okay that 40% of
people that come in like this die, I do not see that as realistic,
but if that is not perceived as a problem or just for whatever
reason don’'t like the idea of the research or you don’t like the
idea of having individual patients rights taken away then we are
not going to proceed. Let me speak about the rights of the
individual. I for one will always seek love ones to tell me what
to do and help make decisions. That makes me feel better. I know
what I would do for an individual if I had the only say in thing
but what I am saying does not matter for the individual patient.
That patient is the primary decision maker and, when that patient
cannot speak for him or her self, and it is the family thaﬁ knows
that individual best they should be able to speak for them and that
is how we do business. However, I also believe that the most
sacred ?? is life itself and thé way I see this is that 40% of
these people that come in that fits this bill are going to die. So
they lose that right to life and with this product I might be able
to save some of those people. That is the right that I think gives
us the right to proceed with this exception fof'informed consent

but we have to do it properly.



000-000413

Question: 2?27

Thom: First of all the study is not continuing it is just being
started. The way that the federal government and'fhe FDA in
particular oversees a drug development it has to show ﬁhat the drug
is first off is safe and it gets to that point only after it has
been shown to be effective in laboratory animals. So if the drug
is not effective in laboratory animals then there is no reason to
test it in humans because why would anybody regardless of how safe
it is want to use something that is ineffective. Animal laboratory
studies are important because what efficacy it is shown to various
treatments are often times equivocal to the human. So that if we
were develop a model where animals have bled given this material
which has been done it has shown that the animals that received
this medication lived whereas the other animals that do not get the
medication died. There is a difference between those two groups.
So there is demonstrated improvement ?? terms of life in animal
studies. So that information is fed through federal government and
says that this drug looks promising therefore lets start tesfiﬂg it
in humans. The first part of that testing process goes through a
?? base process where the first two phases are to look to see how
the drug is handled by the ??? ?? and then once it has been shown
you know how the drug gets eliminated from the body and those sorts
of issues the next question is, is it safe at increasing doses.
Safe in terms of does it cause damage to the lungs, ??? and those
tests have been done iﬁ humans and the drug is 'shown to be safe.

Now the last phase for federal FDA approval ??? shown in those
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patients. Its efficacy has been shown to be basically reducing the
amount of blood that was necessary in heart patients undergoing
heart bypass surgery. It has not been tested in the population of
trauma patients to look to see if it would improve théir outcome.
That is the study that we are about to undertake. I think that it
is going to be beneficial because it does the things during that
"Golden Hour" that we need to accomplish and that is to improve
blood supply by carrying the oxygen to vital organs so that we have
a fighting chance. Could it cause problems? Sure it could as it
increases the blood pressure which this medicine does very shortly
after giving it the blood pressure goes up so as the blood pressure
goes up we may find that the bleeding increases that has not been
shown in the case in animals studies but it might be in the human
study that is why ?? those results in animals may not be the same

in humans.
Question: 7?27

Thom: High blood pressure, no, there is a couple others chat_are
fairly common ?? one is that ?? discolor the skin in transient
meaning that the medicine that lives in the skin for a period of up
till five days and ????? eliminate through the body and as such
tends to turn the skin a yellow color. You might appear to be
jaundice ?? Jaundice will leave you ??? medicalk doctors ?? usually
means that there is a problem with the liver and the patients that
have gotten this medicaﬁion and there skin has turned yellow there

liver can actually ???. What has been found is that the medicine
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itself is in your skin and with a light shining on it it turns
yellow like babies that have high bilirubin levels shortly after
their born. It is the same sort of thing. The other common side
effect is ??7??? and some of it ????. Now other side effects that
I do not think we will see in our population because.our patients
are so sick they won’t be able to complain. Often times ????
but bloating, gas pains, ???. Again, I don’t think that 2?27
Now the blood pressure effect can be conceived as an adverse side

effect 2?77 : where our patients come in with low blood

where it started from. So if someone starts off low and then goes

up to normal ??2??
Question: ??

Thom: Well again that is the possibility if you start off with ???

It is an enhancement. It is just a substitute for blood ???7????

Tape is too low to hear!! S
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Community Meeting
Pickett Middle School
Thursday, April 17, 1997

Question (female): You said that you use a blood supply from the red cross which is normally
discarded after 42 days because if you use that blood after the 42 days there will be adverse
affects. So they take it and with a few modifications now it becomes a blood substitute. Do we
know if any if there is any adverse effects from the blood substitute? I mean has this been done
before? Do we have results somewhere that say this actually helps or doesn’t help or have some

side effects?

Answer (TAS): Yes. The way this medication, any medication gets approved by the Food and
Drug Administration is a very regimented step wise process. First of all, the medication, our
blood substitute in this case, is tested in laboratory animals because they want to see if the drug
has potential beneficial effects. In study animals this medication in fact does have a better
outcome in animals that were bleed to the point where their blood pressure was quite low. They

compared this blood substitute to blood and to other standard ways of trying to increase the

blood pressure; salt water solutions, albumin, those sorts of things. The animals thiat received
the blood substitute did significantly better than the animals that received the other treatments.
So in laboratory animals, there is no doubt that this medication, this blood substitute has benefit
at improving survival from bleeding. Now what the FDA then had to see was, is this medicine,

this blood substitute, safe? In other words, if you give it to people will they have problems.

Pickett Middle School - 4/17/97
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some gas pains after you administer the medicine that are transient. But our patient population
will be so sick from their bleeding, they will have a breathing tube in place, be under anesthesia,
most likely they won’t have these complaints or those problems. So those are the adverse affects

that are seen.

Question (same female): Since patients normally have high blood pressure or kidney problems

will they be candidates for this? How would you not know that?

Answer (TAS): Well, no we don’t know that. The only thing we’ll know about these patients
most of the time is that they’ve been injured and when they come to us they have a low blood
pressure and evidence of bleeding and, in fact, the person that comes that has high blood
pressure under normal circumstances that now presents with a very low blood pressure are at
even higher risk of having a bad outcome because their organs, like their kidney, needs to see
a higher blood pressure to function. Their organs have become used to seeing a higher blood
pressure. So it is crucial especially in those people to get the blood pressure up as fast as you

can.

VC: In those situations where people come in as trauma victims preexisting diseases, be it high
blood pressure, diabetes, or whatever, all of that takes a back seat to the immediate needs of
trauma patients, so we're not worried about treating somebody’s high blood pressure. At that

point in time your priority is trying to provide cellular nutrients, primarily oxygen, by getting
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as much material that carries those products into the body faster than it is coming out of the

body.

Question (female): Can you tell us how long this mSearch study on this medicine, I'm calling
it now, has been and if we can find out what other ingredients are in this medicine. I mean we
first started talking about a blood substitute and now we are calling it an actual medicine. So
I want to know some substance other than, you know the hemoglobin being re-oxygenated is

what I thought I heard but, I mean medicines are made up of more stuff.

Answer (VC): We sometimes interchangeably call it a blood substitute or a medicine and its
because its a little bit of both. What it actually is what Dr. Santora already said. Everyone’s
blood has hemoglobin. Hemoglobin is one part of the red blood cell but it is the prime part that
is responsible for carrying the oxygen to the tissue. E\-lcry time you breath in oxygen gets into
the lungs and into the blood system then the red blood cells carry it to the different tissues
attached to hemoglobin. So what they’ve done is stripped away the red blood cell and taken the
hemoglobin, packaged it so that we can get hemoglobin alone without the other components of
blood; what it does is it essentially just buys us time. It doesn’t eliminate the fact that \_we still
use blood in conjunction with all the other things. We haven’t made that clear, and I want to
make that clear, this is just another tool in what we’ll be using in trying to save someone'’s live
during the resuscitation process. We will still give blood. You will still get red blood cells, and

platelets, and fresh frozen plasma, and saline salt water, and putting in a breathing tube, and
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getting you to the operating room. Everything continues, in the same manner. The only thing
that we plan to do differently in the study is that when you come into the emergency center and
you fit the criteria meaning, your blood pressure is lower than 90, your pulse rate is higher than
120, or your heart rate is in what we call a preterminal rhythm, that it appears that if we don’t
correct things soon the heart is going to stop functioning properly, then you will be selected to
either receive the blood substitute or receive saline. Over time we’ll look to see if there is a
difference in the two groups of people. If the people that got the blood substitute do better than
the people that got the saline. But the substance itself is a blood substitute, not a drug. It’s not

so important what we call it as long as we understand what it is.

Question (female): I understand it is not important what we call it, I'm interested in what it is.

What is in it. What is made of. That's my interest.
Answer (TAS): Yes. It's just hemoglobin. That’s all it is.
Response (same female): Do you have any written material that we can have.

Answer (TAS): Sure we do. This blood substitute has been studied for 10 years. Okay? It
has been used in patients over the last four yeérs and again it’s been going through that step
wise process of being evaluated. The way drugs are studied is again, you try to make certain

that the drug is safe. Okay? This is one of the first trials to see if this medicine or blood
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substitute has made an improvement in outcome. We have demonstrated it has been used in

over 350 people to show that it is safe.

Response (same female): Do you know where that was done at?

Answer (TAS): It has been all over - in Chicago, in Boston, in Hartfield.

Question: If this drug has already been given to patients then why do you need to do this study,

and how many of those people are now dead?

Answer (TAS): All of them are still alive. The study drug, in this case is a blood substitute,
still needs more investigation. The phase that all medicines go through to be approved by the
food and drug administration is that they go through this phase to figure our if they are safe
first. Okay? And then they go through another phase to see if they have a beneficial outcome
difference. In other words if I give, God forbid, you this medicine and I don’t give it to the
gentleman sitting across the hall and you have the same degree of injury in bleeding- will you
have a better chance of living than will he? When everything else is equal, in other—iwm:ds, we
are going to do the same operations, the same amount of fluid and blood and everything else that
we normally do today, the only difference is that we are going to give some people shortly after
they arrive to the hospital a small volume of this blood substitute in addition to all of their

standard treatment and the other group is going to get an equal volume of salt water and all the
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standard stuff that we do.
Question: How will you know if the blood substitute is causing problems?

Answer (TAS): Part of the care that we provide to people after injuries includes tests or various
laboratory studies that allow us to look at the damage to liver or damage to muscle or damage
to the kidney and that’s part of the process of caring for the patient, and in particular when you
have a research trial. We want to make certain that there is not any adverse reactions in this
population of patients, so we will be looking at those things. One of the things that the federal
government wants us to do, if we are going to use this exception to informed consent, is to
report to a special panel, a safety panel of people that are not involved with the study at all that
are going to see the data, the results of the study as people go through the study and if they find
that there is an unexpected high adverse affect rate they’re going to shut the study down because
they don’t want to take that chance that we might have an unexpected outcome that could be
negative in this patient population. On the same token, when we forward that information to
the safety board if it is overwhelmingly positive, then they will stop the study and say you don’t
need to look and deprive half of the study population of not getting this medicine, geczi-use the
people that have received it so far have done so much better than the people that haven’t is that

this drug is obviously good under these circumstances and then the FDA will say we approve

this drug, use it on everybody in this circumstance.
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Question (male): Who do you expect will be the main people involved in this study?

Answer (TAS): It’s to help anybody who comes into our emergency room that has low blood

pressure from bleeding. It doesn’t matter what race, creed, or age.

Response: Well I've been to MCP’s ER and I saw black patients not getting the same treatment

as other patients.

Answer (TAS): Well I'm telling you that, I'm standing here today and I will refute that with

you as long as you want to have that refuted.

V.C.. I support what Dr. Santora says, but I think we are getting away from the main issue.

Response: Well I think how we're treated is the issue.

V.C. - Let me say this is one of the reasons that I have a personal interest in this smdﬁr. Do you
know what the number one cause of death in young black men between the ages of 18 and 35

is.

Response: Yes, trauma. Now let me ask you who else is in this study?
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V.C. - This trial includes 35 centers across the county. Some of the hospitals that have already
started the trial are Allentown Hospital, Washington Hospital. Hospitals that are inner city as
well as hospitals that are in the suburbs.

Question: Do you have data in writing

V.C. - Everything that we are saying here is documented in prior research articles. Everything

we’re saying here is documented.

Response: How come we haven’t heard about any of the other studies?

TAS - The allentown study has been in the Inquirer. It was in the Inquirer about a month ago.

Question: Could I go to your hospital and get any of this information. I would really like to

have it so I can read it before the study starts.

TAS - Sure. We have some background information.

Question (female): I was surprised that you didn’t bring something for people to see. You are
taking community opinion about this. How and when will you determine what the éommunity

decided. From this group of folks here tonight? What?
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Answer (TAS): You are a representative of our community.
Question (same female): Is this a one time shot presentation?

Answer (TAS): We have made ourselves available to the community that we serve. This area
is only one part. There has been three separate meetings that we discussed this research trial
at and we have had a radio show. We have had a newspaper article and the issue of reaching

out to the community, I will tell you is a new phenomenon. Okay?

Question (female): So how when will you make your determination yes or no? I need to know
that. Without anything I can look at in terms of these 350 people, sure they may be alive but
what is the quality of their life. People want to live, but they want to have a good quality of
life. So for me, I need to know that because there is a lot of things vivid in my mind regarding
African Americans and medical care and research and all of that and it has not been our favor.
Frankly, I feel. I need to see something. For me to sit hear and listen to you tonight and say
oh this wonderful to save people’s lives I wouldn’t want that for my family or anyone else’s

family in this community that I work in and serve in and live in.
Question (female): Now you say this is a blood substitute?

Answer (TAS): This is a blood substitute. Yes.

Pickett Middle School - 4/17/97
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Question (female): From what I understand the reason why you are out here is to get our
response. So if somebody comes into the hospital as a trauma and then gets it will be because

of our approval?

Answer (TAS): That is somewhat what we want to do. We certainly want the increased
awareness. This is a multi-fold process. We are out here. If we heard absolutely negative
things from you saying we wouldn’t want to be involved in any kind of research I don’t care
what if, ands, or butts about it, we wouldn’t want to be involved. We would take that back and
we would discuss that, but the important issue if nothing else happens is the education that is
going to occur tonight. I don’t know how many of you have thought about just how grave this

problem is for our community.

Question (female): From what I understand this particular medicine ?7? is not going to do ??
NY

Can’t hear.

Question: One you said something about they wanted to test it on people to see whether or not
there is any adverse affect, I thought the procedure was to do research on animals to see what

side effects then if there weren’t then you’d test it on people.

TAS: That’s been done.

Picken Middle School - 4/17/97
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VC: Animals trials have already been done as well.
Question: Isn't this a trial area here.

VC: This is just a different patient population. Human trials already been done on stroke
victims, and patients undergoing cardiac bypass surgery. This is now trials on people who are

severely traumatized with bleeding injuries.

Question: So that 350 is that the total number of people in the research or was that 350 out of

another number,

VC: That’s 350 people that have already received the blood substitute. This trial that were
undergoing will hopefully comprise a total of 850 across the 35 centers in the country that are
participating in evaluating this substitute on trauma victims, so this is a different patient
population.

Question: How long are you going to follow these 350 people? How long are yéu going to

follow them to see if there are any side effects.

Answer (TAS): The blood substitute lasts in the body about 48 hours. Okay, the various trials

have looked at them for months but once the medicine is out of the body it doesn’t have any
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12



000-000127

lasting effects. All the effects of this blood substitute are transient ir. nature. In other words,

they come very rapidly and then they go away as the medication is eliminated from the body.

Question: You mentioned something about the panel. The panel is only going to be made up

of medical professionals or are you going to allow the community to partake on the board.

Answer (TAS): Well there is actually a number of panels and Ms. Denega and Ms. Schieffield
sit on our what we call the Committee for the Protection of Human Subjects. Any hospital that
does research has to have a panel of people that are comprised of investigators, legal people,
representatives from the community that will review each and every study protocol. In other
words, the investigator, our plan to look at this study medicine has been reviewed by this panel
of people at our hospital. In addition, this plan has been reviewed by the federal government
and both of those panels in every one of the 35 centers that will enroll patients in this trials will
have a similar panel at their hospital and will have to review the plans and demonstrate to
themselves that this medicine or blood substitute is more safe than it is risky and more

importantly, that it has the potential to be beneficial to the people in this circumstance. _

Question: What country are the patients from that already received the blood substitute?

Answer (TAS): United States

Pickett Middie School - 4/17/97
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Question: Does the hospital purchase the drug or does the drug company donate it.

Answer (TAS): The drug company provides the blood substitute.

Question: So they are giving you the drug?

Answer (TAS): That’s right.

Question: What drug company is that?

Answer (TAS): Baxter Healthcare

Question: I just have a question - this will only be used in the trauma center? Correct?
Someone going there for routine surgery that might need blood on hand during surgery will not
have to decide on this substitute.

Answer (TAS): At this point, No. Only people who come in severely injured.

Question: Okay, now who decides who gets it and who doesn’t? I mean if your researching

you need something to compare it to. All things being 'cqual if two people come in with multiple

trauma or whatever, somebody gets saline and somebody gets the blood substitute - who makes
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that call?

Answer (TAS): There will be a box or a shelf that will have a series of sequeqtially numbered
envelopes and as soon as the patient comes in an they have injury with low blood pressure and
evidence of bleeding then that patient regardless of their color, regardless of their gender,
regardless of their age, will be enrolled in this trial. And what that enroliment will entail is that
the individual will go to that drawer and pull out the next envelope what ever is on that selection

will be the choice made for that patient.

Question: When they come in they may be coherent, but they may not been to one of these
neighborhood meetings, but they don't know they are getting a substitute. When you say you
need blood they may give their consent without necessarily knowing that they’re getting a blood
substitute. So even you know with the exception to informed consent and informed consent to
be very close and even if someone comes in knowledgeable about this and want this and they

get an envelop that says saline. They have to get saline?

Answer (TAS): That’s correct.

Question: How do you spell your name?

* Answer (TAS): S.A.N.T.O.R.A.

Pickett Middle School - 4/17/97
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Question: Qut of all the people that has been exposed to this study so far do you know the

racial breakdown?

Answer (TAS): No I don’t.
Question: At all?

Answer (TAS): No

Question: And you said that this information in terms of the study is available? Can you tell

me how I can obtain that information?

Answer (TAS): The study that we are proposing to you today? I can send it to you.
Question: 'What hospital do you work for?

Answer (TAS): Allegheny, MCP.

Question: We need to see things. For me, I need to see things and I know a lot of these people

here, members of the team, and we need to see things because if you are going to treat someone

who is unconscious based on our decisions whether you want to go with this or not, well, that’s
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a responsibility. My other interest is this drug company who is making this drug and giving it

to you, why? What is their interest?

Answer (TAS): The interest is obviously companies want to develop medicines that ultimately

if they prove beneficial they can make money from. I mean that’s reality.

VC: This study isn’t any much different than every drug that has been developed - that goes
to developmental trials. Where it goes to different phases of research until that drug proves

itself to be beneficial regarding health care.
Response (female): But they never come into the community and say do you want this or not?

VC: No. It is because this particular protocol has the stipulation of community disclosure and
that is why we are here. The point is if the FDA did not say that with this protocol you need
community disclosure then we would be doing it the way most research is done. That is you
come to the hospital and you are asked if you would like to participate in a trial (_:_alle_d this
particular drug. Sometimes trials are done in fact, one gentlemen asked about wh;t cc;untry.
In fact, some drug companies, because it is easier to do human studies over seas in countries
that have less stringent regulations. But at the same time, when people find out about some

drugs that are being used in other countries and not being used here, people may get upset

because that drug is not available. There are complaints that the FDA drags its feet and takes
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too long to approve a drug and people may be dying from lack of receiving this drug. So the
FDA sometimes gets stuck between a rock and a hard place. Sometimes they say we too siow
with approving drugs and then sometime people say well it needs more research and we should
take longer to study. What we are trying to say is - we're not trying to say that this drug is on
the level of penicillin or anything that is going to revolutionize medicine, every victim that come
in the hospital resulting from trauma life is going to be saved, that focus is not here. What we
expect and what we hope to project is that we may be able to improve c;ur care to these people.
40% of people who come in with sever trauma die. We hope to try to decrease from 40% to
30%, which means a 25% decrease in the amount of people that die. And again, this is just one
more tool at an attempt to try and save people's lives. Again we don’t propose this is going to
be again a miracle drug. This is just one attempt to try and identify if in fact this drug will be
helpful. We came here very expectant that there would be a lot of sensitivity to issues that this
protocol is going to be something that maybe tested on blacks or indigent population alone,
people who don’t have as much of a voice to say aye or nay. This protocol is not concentrated
on inner-City or suburbs and it is hopefully evenly distributed.

Doreen D: [ think the important thing to do is to let you know that this type of research -would
not be done. The government thought that this type of research was so Mpo@t that they
created an exception. This is a just a new exception to the law that would allow researchers to
come into the community, talk with the comr."nunity and say will you give exception to the
informed consent so we can try this important research. Again, nothing with age, sex, women

have been told that they been discriminated against in research. It has nothing to do with it.
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The government thought that the trauma research was so important that they wanted to carry out

trauma research so that they would create an exception to the law.

Question: What I can see. Let me ask you this. How long ago has it been the 350 people in
the study. Has been it long enough to see any long term side effects? Has it been a year? Two
years? A month?

Answer (TAS): It has been over the last four years that those people have been

Question: Were they all given it at one time or a few over the four years?

Answer (TAS): past the four years.

Question (can’t hear):

Answer (TAS): I think what I am hearing is a lot of skepticism and we expected that and you
have every right to be skeptical. But I'll tell you if we or others that follow us can’t do these

types of research because people have skepticism because of track records.

Response: You don’t think that we have reason to be skeptic?
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TAS - Absolutely. There is no doubt about that. But the reality of life and we know this is that

people in our community are dying left and right.

Response: I understand that.

TAS: And if the skepticism that you have will keep you from having an open mind about
potentially beneficial therapies then unfortunately that’s how it’s going to be cause we’re not

going to have the tools to be able to change the outcome.

Response: But see I don’t want to be one who you come back to latter on after 300 or 400
people have come up with something with really weird or their children have birth defects and
say you are people in the community that wanted this. It just strikes me really odd, and this is
my own personal opinion that the decision lies with the community - you know that’s my own
feclings about it and I need to express that. Yeah because I don't want to have that
responsibility, whether its my child or not. For someone who couldn’t make that decision on
their own for us to say, you know, for me to say it’s fine go ahead and do it and then later on,
you know, their kids are messed up or whatever. I wouldn't want that,'that‘s why ééopie want

to live, but people want to live with a good quality of life and until I see something from

someone who has had this.

Answer (TAS): How would they ever get that Ma’am?
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Response: I don’t know, but that would be ridiculous for me not being knowledgeable of this

and say yeah.

V.C.: That probably isn’t - you know I don’t know how realistic that is. A person that comes
in trauma may have a hundred things done to them. That person can’t say because of the blood
substitute I am now this or I am now that. What you do is you try as best you can to identify
if tt{ere is a significant indicator that says that people have similar injuries yet this one appeared

to do better overall then this person.

Response: Well, you give blood to patients that are approved by the FDA that come in and have
to have an operation or something and they’re in a trauma - you treat them. You treat them
anyway. You give them so many cc’s of this and that - these are things that are already
approved by the FDA and you use those tools and you treat the patient. Why is it now that you

can’t do the same thing.
Answer (TAS): Despite that 40% of people die.

V.C.: Stop here. Just because you save some people. You say oh well, we're saving 60% of

people so we don’t need to do anything further?

Response: That’s not what I am saying. You treat people now with drugs that you didn’t get
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the community’s say. It’s approved by the FDA and you treat people with these drugs, why not

use the same procedure with this.

Answer (TAS): Because as a community you need to }mow what we’re doing.
Response: Yeah, we agree with that.

Question: right of a patient. At that point you don’t have any rights.

V.C.: You haven’t given up your rights.

Response: It is to me, and I'm afraid to do that. It’s just a door that is opening because if the
federal government is saying now that you can introduce a drug and you don’t have to get the
patient’s consent to use it, that is giving up the patient’s rights. Just because of his condition
and what ever else is going on. You know, once you start this you will open this pandora’s box.
How far is this going to go. What’s going to come up next year. Well, we can do education

if the doctor feels it is necessary. To me, that worries me, with the clinical studies-being able

to just do it without patient’s permission.

Answer (TAS): You have every right to be skeptical about that first off. The issue really

revolves around how big you perceive the problem that are faced by this particular patients.
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These people are dying. Okay? And we are able to save 60% of them and that sounds like a
big number and in fact it’s not bad, but you something we have been able to do that for 50

years. We haven’t been able to
Question: This isn’t the cure all either, 1 don’t believe.

Answer (TAS): And we don’t think so either. There are people that come into our hospital and
despite anything they need a miracle and this is not a miracle, but we need to have better tools,
there is no doubt about that and the issue is that the only way that we can test tools is to be able
to do them in the people that are fighting for their lives and under those set of circumstances,
the patient is always going to have this quandary of you know, are they really able to understand

what we are talking about to give informed consent, because it is tough to do informed consent.
Question: But there are patients with like blood disease, like leukemia.

Answer (TAS): Yes Ma’am. There is no doubt about that.

Question: Why are there not any clinical studies on those patients.

Answer (TAS): That’s not what we are asking of this medication. We know that the drug

carries oxygen. We know those things.
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Question: Those things will benefit those patients as well?
TAS: What do you mean? What things?

Response: The blood drop. The blood levels drop and they need the oxygen supply to their
organs as well. If that blood works with the trauma patient would it also work with the patient

that had leukemia.

V.C.: Those are different, very different diseases. People who have leukemia have problems
with the production of white cells by cancer tissue. That and oxygen supply are two different
things. Again, I just wanted to clarify that. The blood does many things. The blood carries
oxygen, carries nutrients, carries proteins, it carriers clotting factors. This is just one part of

what blood does, carry oxygen.

Question: I am speaking from personal experience. My sister is a patient at Marriah Farm
Hospital in North Carolina. Her first amputation wasn’t very successful. The second
amputation she did receive blood substitution. I don’t believe that she is not hvmg today
because of the blood substitution, however, she did survive six months after blood substitute.
My family however, does not feel that way. They feel very negatively about the blood

substitute.

Pickett Middle School - 4/17/97
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V.C.: I doubt it was this blood substitute.
Question: Well how many are there?

V.C.: When you say blood substitute. There may be many things that lay people may refer to

as a blood substitute that may not necessarily be.

Response: I'm quoting exactly what the nurse said to me when I called the hospital to see how

my sister was doing.
Answer (TAS): Was your sister a Jehovah Witness.
Response: No, no she’s not.

TAS: The reason that I say that is that Jehovah Witnesses have a religious reasons, but they
will take a blood substitute, but not this blood substitute because this particular blood substitute
is made from blood cells. I'm just trying to clarify this. Again, this must be very :frustrating
to you because this is complicated stuff and some of the things that we say may seem that it is

conflicting because

Question: Does this drug have a name?

Pickett Middle School - 4/17/97
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TAS: Yes. This stuff is called, Diaspirin Cross-Linked Hemoglobin.

Question: Spell it please.

Answer (TAS): The commercial name is hematest. H.EM.A.T.E.S.T. Diaspirin Cross-
Linked Hemoglobin. D.I.A.S.P.L.R.I.N. Cross-Linked H.E.M.0.G.L.O.B.I.N. So what we
are before you today is to talk about the blood substitute that is made from human red blood
cells that has human hemoglobin and the process of making this blood substitute is called Cross-
Linking and what happens is this blood is obtained from the blood bank because it sat on a shelf
longer than 42 days. The drug company prepares this by breaking the coating of the red cell

and then cross-linking the hemoglobin so that it can carry oxygen.

Question: Cross-linking it with oxygen?

Answer (TAS): Cross-linking so that it stays together. Hemoglobin is made of four parts and

it cross links the two strands so that they stay together.

Question: So you use something to cross-link it?

Answer (TAS): Diaspirin.

Pickett Middle School - 4/17/97
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Response: Okay, that’s why I was asking what was in it. I knew it wasn’t just hemoglobin.

Answer (TAS): But it’s all hemoglobin. But the important thing - this is very important. When
the drug company makes this it takes the blood that’s been screened for HIV and all the viruses
in the process of donation through the red cross, it takes those precautions and to that it adds
heating this hemoglobin and filtering it and pasteurizing it which makes this product much more
unlikely to transmit viruses which are inactivated by heating and pasteurization. So in essence,
this blood substitute has less change of transmitting AIDS or any other virus than blood banked

blood.

Question (male): I'm saying that all the research and studies you know no racial breakdown at

all?

Answer (TAS): I have to say that I don’t know. I really don’'t know. I don’t know the

breakdown.

Question: But you can get that breakdown right?

Answer (TAS): I don’t know.

Question: Do you have any other plans for community meetings like this? And will you have

Picken Middle School - 4/17/97
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a scheduled time line for implementation?

Answer (TAS): We would like to see this be the last meting that we have. We've had two

other meetings in area communities and pardon me. ’

Question: Where were the other meetings?

Answer: At Deveraux Church in North Philadelphia and in East Falls.
Question: How will we find out the results of the study?

Answer (TAS): The thing that we can do is to send a letter to each of you who sign into these
meetings and to key individuals that we’ve identified in the community to tell them about these
meetings at the completion of the study we will tell you when we will have a meeting to discuss

the outcome of the study. That’s what we owe to the community.

Question: Can we ask if it was favorable or non-favorable at those other two community

meetings?

Question: It was not during the amputation that the blood substitute was given. She wa four

days post-operation and was given this. She had very low blood preésure and she was dying and

Pickett Middle School - 4/17/97
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this is when they gave her the blood substitute. I just wanted to clear that it was not given to

her in the appearing room during surgery.
Answer (TAS): Was that as part of the research program, Ma’am.

Response: 1 did not find out about the blood substitute until I called to check on my sister and
I was told at that time that they almost lost her and they had to give her a blood substitute and
that was what concerned me. I was basically the contact person and I don’t recall anyone trying

to reach me.

V.C.: Under those circumstances, if it was this, if a person they can identify as someone who
can give consent, they would not do anything. They would not enroll anyone who has the ability
to give consent without obtaining that permission. The only time with this study that we would
do that is if there was no one available. If there is a contact, someone was in the emergency
room, if there was a name on the chart or anything identifying as someone who can give
consent, that person would absolutely havé to be notified and their consent would have to be

given.

Response: I am going to request the hospital report. Because I know for a fact it was told to

me that it was a blood substitute and they did have a contact person.

Pickett Middle School - 4/17/97
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Answer (TAS): We don't even know if that situation was the same blood substitute.

Response: I did also mention that it may not have been the same blood substitute. How many

are there?
Question: How many are you using?

Answer (TAS): There has been a number of blood substitutes that have tried to be developed
because the blood bank business realizes that there is a lot of blood that sits on the shelf that
doesn’t get uses. Because with blood you can only give blood to someone who has the exact
blood match to your type of blood and these blood substitutes, one of the beneficial aspects of
these blood substitutes is by stripping off the coating that has all of the markings for their blood
type you can give this hemoglobin to anyone. You don’t have to give a blood type. So that’s
one of the advantages of this blood substitute.

Answer (TAS):

Answer: That’s

Tape ended.
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Allegheny University
mce

3300 Henry Avence

Philadelphia, PA 19128

215-842-7167

215-843-4074 Fax

ALLEGHENY

UNIV ERSI TY Allegheny University |
4 Bucks County
HOSPIT ALS - 225 Newtown Rosa
Warminster, PA 18972
215-441-6601

215-441-5677 Fax

. Aliegheny University +
April 1997 Efkins Park
60 E. Townshio Line Ac:
Elkins Park. PA 12027

Dear Key Community Member: 215-663-6366
215-663-8033 Fax

Allegheny University Hospitals, MCP has been chosen to participate in a research study for a
new blood substitute for trauma patients. This research could potentially prevent the harmful
effects of blood loss in severely injured patients. Because of the unique aspects of this research,
we arc hosting community meetings to discuss this research and its impact on the community.

When researching new medical treatments, the first step is ensuring patients understand the study and voluntarily
consent to participate. However, emergency medical situations where life and/or limb is in jeopardy present a unique
challenge. Due to the severity of the injuries, it Is usually not possible to obtain informed consent from a trauma
patient or an immediatc family member before the patient requires treatment. Thus, it is difficult to develop new
and better therapies for trauma care. For that reason, this study is to be performed with an “exception to informed
consent,” meaning that in most cases written approval will not be obtained from the patient prior to treatment.

L 4
These meetings arc being held to inform and gain feedback from the community about this potentially life-saving
treatment. You are invited to join Drs. Thomas Santora and Vincent Cowell, the Allegheny MCP physicians con-

ducting the research study, who will:

¢+ explain the nature of the study;

* outline the risks and bencfits of the study;

* discuss the concept of exception to informed consent;
» present patient and community safeguards; and

< answer questions.

The meetings have been scheduled for: R

Friday. April 11, at 7 p.m. Wednesday, April 16, at 7 p.m. Thursday, April 17, at 7 p.m.
Devercaux United Methodist Church Falls of Schuylkill Library C.E. Pickett Middle School
26th & Allegheny Avenue Warden Drive & Midvale Avenue Wayne & Chelten Avenuc

I hope vou (or one of your representatives) can attend one of these meetings and give your valuable input. Research
concerning severely infured trauma patients could one day save your life or the life of someone you love.

For more information, please call 1-800-PRO-HEALTH®".

Sincerely,

/g;/%<§71ae

Meg McGoldrick
President and CEO, Allegheny University Hospitals, MCP
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New blood substitute
could save more lives

© ByC.L. Chase
Staff Writer . -
Everybody is at risk, one ume

or another, of losing copious
amounts of blood ia vehicle

crashes, shotgun wounds, stib-

bings and falls from heights,

among other accidents.
Approximately 140,000
"Americans dic annually because

of bleeding from accidents,
according to Dr. Thomas Santora
of Allegheny University Hospi-
tal, formerly the Medical Col-
lege of Pennsylvania, in
Philadelphia. ' )
Santora said In an interview
that a2 new blood substitute,

HemaTest, will undergo evalus- .

tion through research that he and
a colleague, Dr. Vincent D.
Cowell, are spearheading at the
hospital, scheduled to begin May
1. He added that 35 hospitals
around the country are also plan-
ning o engage in this research.

One of their goals, Santora
said, is 10 help reduce the annual
mortality rate, because of bleed-
ing. by approximately 30,000
people. ’

Another goal is to determine

if combining infusion of large

amounts of salt sclutions (given
intravenously), conventional
blood transfusions, and control
of blecding during surgery - all
conventional treatments ~ with
HemaTest will enhance results.

An ultimate goal is to use -

HemaTest in severe accidents in
the suburbs or elsewhere when
victims are airlifted to trauma
centers in Philadelphia. Trauma
surgeons and emergency room
physicians refer to the “golden
hour,” Santora said, explaining
that doctors have about 60 min-
utes after arrival of a victim to
improve the blood supply and
control injury in an injured per-
son. “Time is of the essence,” he
said. .

Santora went on to say that
Allegheny is in the “last phase”
of the federal Food and Drug
Administration approval pro-
gram. HemaTest, produced by

Baxter Healthcare of Mlinois, has .

been used over the last four
years on patients in hospitals
throughout the country (o0
demonstrate safety. Results were
good, he said. Other Philadel-
phia hospitals are in the planning

ctram nnd arcarding 1A Cantaes

chemical compound known as |

" . Flousol was developed and used

for a number of years. It con-
sisted of a protein similar to
hemoglobin — Santora described
it as a fluorocarbon — that carried
oxygen into the bloodstream.
The new medication is actual
hemoglobin, Santora said, that
has been extracted from donated

- blood that has been screened for

viral contamination. Donated
blood, even-if kept refrigerated,
has a shelf life of 42 days. “Afier
that,” he said, “it is no longer
usable as a blood transfusion
product” o
Santora said that people who -

qualify for the study must be -

older than 18; not pregnant if |- .
female; or with low blood pres- |-

" He emphasized that his work, |'
and that of his colleague, Dr.
Cowell, are in a research sge.
“We're trying to educate the
public about the seriousness of
severely injured people. The
product has shown 10 be safe.
Now we have to show its effec-
tveness.”

Santora also stressed that use
of this new medication would,
insofar e possible, be used on
“informed consent™ by the
patient. If the patient is unable to
give such consent because of his
or her condition, a relative may
be brought into the picture, if
that is possible, -

If all else fails, he said the
federal government has made
provision for investigators to.|’
provide treatment in life-threat- |
ening  situations without
informed consent.

Four-year studies in other
hospitals have shown three types
of sdverse reactions, Santora

- said, They include an above-nor-
“mal increase in blood pressure; |

the skin may show a yellow dis-
caloration, which he said is tem-
porary and goes away within |.
five days, and does hot affect the
liver; and a patient’s urine can

temporarily turn red but usually
clears up in about 48 hours.

Other less common Side-effects
are an elevation of-an enzyme in
the pancreas, a transient becur-
rence that lasts for two to five
days; and abdominal gas pains,
also transient, that last for two to
five days.

Anyone interested in this
research program can obtain
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Questions, distrust at forum on blogg substitute

Uy Juhy HARTHEIMER
Cotrespeudent

Doctors “Iamae Sumtora  and
Vincent Cowell, botl physicians at
Allegheny  Medien) Cunter Fasi
Falls, cume 1o 3 Germmtown co.
munily meciing ns Thursday 1o
explniu the hospital's harticipation
nadegp aproval stidy.

They were proecred with plenty of
havd queatings and Qlztenat fromng
e audicnee jast Thursday eve.
g ot Pekeit Midile Schunl, The
Meelivg s cngired by locul
Selil Sapreme Dow, head of the
Northwes( Leaderships Itaining
Academy.

Allegheny Fast Falls has been ap.
proved by the Federai Deup Ad-
rlndRiration an o estiog site for a
newe biluod greodyger Called DLOCHL
(Diacpogiy Crusslliaked
Hemoplubing,  widel I8 created
Tam Rame of 15e by praducts of ex.
pived red hlood cells, accocding 1o
the ductore. The hope, they anid, ix
that DLCIR ean b proven offee.
tive in hielplng 1o rave traima pa.
ticals wha ate hleeding o sevarely
it they are in tlanper of dyig.

But must of the appeaximately So
area residents wio atlended the
necling caw 4 differently, ‘Il
hogpital, they gaid, wag frylog (o
use the nios(ly Alrican Ameriean
COMMUNILY it scives as gulonea pigs
for a product that might not be
sale, and the company that
preduced (he giow DLCBh stoad o
funke immense prollig at the ex-
prense of the Sumnmmuanity.

na:._.oc.:::u the widexpread
dislrust was (lio lact that the Al.
legheuy study wouly be the Cirat in
the nation tn use a change in fed-
eral regulationg issued lagt year
that sllows "exception to inforimed

ranseat," whicli means that jn life-
theeatening  situniions hospitals
avticipating in an approved stady
can mlministor exporimental diups
o pationts who wre el capabla of
iving consent.

The infurmed _coisenl  jseae
tleng wax cunigh b deaw fira from
conranity netivist Shoila Langy,
head ol the Jtlock Caplaing Ax.
scintion of Southwesg Germeyg.
o Laacy said she was ttally
epposed ta (fae yae of experinatal
divgee, even in cases where pliysi.
cintis haped (o e lives, on pa.
tiends who wep tutable o pive
Hwir ennsent 1 havea big concern
thal you will e plving opie ex.
periiental pradaeis that have gy
beco Tested,” siid Laney,

The pew regulations Were insued
by the U S, Vot and Deug Adinin.
istratian in Septembier of last you-,
The FUA o ¢lenge autlolng climge
i, “The exeeption wonld apply
to a lindted clags of researeh
activitios  involving aman  suh.
Jeels wha ave in need of cnergency
medieal inteeyention, Dt who can.
nut give informed consent bevaugg
of their :_.c.::.c..:..u:.ﬁ edieat
condition. The DA is Iaking thig
action Iy regponae 1o growing con.
Ceins that cutront rules are
taking hi h-quality acute care re.
search difficuly or lmpossible 1y
carry out at a time whon the need
for fuch jegrearch iy Incrensingly
recognired,"

Laney amd mauy others at the
Mmecting alsn questioned (e proven
xifety of the new bl prroduct
“Exactly how many tragina pa.
Licats hiave been given this prodaet
for you to 83y tha( it's safe? xhe
asked the doctors.

They replicd that DILCBh had
been tested for ten years on aniina|
fubjecir, and for e pagt fuur

cars oin huunang. I'he study at Al.

echeny Kasi Fajls will e
teplicated at ather hogpitals across
the conntry, and ia the last step
before F1DA approval to narket (he
bload  product. The compotad
helps trauma victius,

&aid the.

docturs, heeause It ix o carrier of
ovyren, and can holpy pugiqiyg the
fuaction of vitn) body organs tha
ate in danger of fuiling boenuge of
tinagive oo loxg,

Under the vules of the study,
they sai, all patients swauld e
riven the ecurrent standard trear-
tuent, and sowme wattd he piven (e
T i addition.

The doctora acknowledped 1hat
miny sobijects in the stydy gl
very woell o wemlners of e Couts
Y aeannd te haspital, inelug-
g vietling of vinlence, “Uaril we
et violence under euntral we fipe
0iag to sce people e inla um
trmuma ceater and die iy spile: of
onre hest ingores,” g Santoey,
“Prinarily, youmg people nge dying
Lrecinge .ma techuology Isn't pod
cnouph.”

The ductors Alatoutents of paod
Ientlons weren't chough to quel
the distrust of audience wembers
who sald the Africay Awerican
Community had heon victimired
o often by lustiuljons that
claimed 1g tave i(s hest nleresig u(
lieaey

"Il seems (hat the black com.
munity doesn't trus any gludies,”
sald  audicnce member  Vinceut
Muhamuad, *“\We need lo develop

O own mehug of Investiputing, " .

he sald 1le alzo quesiloncd _

whether figures-dri the racial back- -

yround of the peaple ured in the
study wauld be available,

Otheis in the audience ques-
tosied the way the hosplial ap.
roached the colnmunity. “Wiy
didn't you come 1y the na.::.c::«
befure you applied for the study?*
asked Gorale Caliman, represont.
ing Concerned NelighVors or
Greater Germantown,

There I8 no firm date for the
satl of the study, although it bas
recelved clearnnce from m_n FDA.
Saufora said (hia cnough direct op-
wsition from the coniumity could
lock (e hogpital's Participation.

[y 7
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ALLEGHENY UNIVERSITY HOSPITALS

MCP

Allegheny University Hospitals Begins Development on Program for Digestive Health

o improve patients' digestive health
Tthrough education and to make cut-

tingedge technological advances in
surgery and medicine readily available to
patients who suffer from diseases of the
digestive system, Allegheny University Hos-
pitals is currently developing a new Program
for Digestive Health.

The Program will enhance current ther-
apeutic and diagnostic endoscopic proce-
dures used for diagnosing diseases of the
digestive system, and build upon estab-
lished strengths within the hospital system
in the areas of partial hepatic resection

surgery and colorectal surgery, as well as
the evaluation and treatment of patients
who suffer from pancreatic diseases,
inflammatory bowel disease and gastro-
esophageal reflux disease (GERD).

The Program will integrate interdiscipli-
nary efforts in medicine and surgery, with
the key goal to deliver digestive health ser-
vices throughout communities in the
Delaware Valley. The efforts in medicine
will be headed by James C. Reynolds, M.D,,
Professor of Medicine and Chief of the
Division of Gastroenterology and Hepatol-
ogy at Allegheny University of the Health

Sciences. Joel Roslyn, M.D., Professor and
Chair, Department of Surgery, will lead the
efforts of surgeons from a number of surgi-
cal subspecialties in the Program.

The Program will have several practice
locations, including sites at Allegheny Uni-
versity Hospitals, Hahnemann, Allegheny
University Hospitals, MCP and St. Christo-
pher's Hospital for Children. Each of the
hospital sites will provide leading-edge
treatments using advanced surgical and
medical technology. Nationally and interna-

continued on page 3

,0d Substitute Holds Promise for Trauma Victims with Severe Blood Loss

very year, more than 140,000 Amer-
icans die from injury, many of them
S ] from severe blood loss that can
Jresult from car accidents, gunshot wounds
or other trauma. In fact, of those patients
who suffer extensive blood loss, 40 percent
die despite state-of the-art trauma care.

Now, 3 promising new treatment —a -
new blood substitute called Diaspirin
Cross-linked Hemoglobin (DCLHb) - is
about to be made available as part of a
research study at Allegheny MCP's Trauma
Center. DCLHb potentially could prevent
the harmful effects of blood loss in severe-
ly injured patients. Simply put, this study
could save lives.

When s patient loses a significant
amount of blood, blood pressure drops, the
body's organs don't receive enough oxygen,
and shock can set in. When introduced
into the circulatory system, DCLHb coun-
ter~ e effects of shock in two ways — it
v .0 raise blood pressure and to carry

n to vital organs. It could reduce the
need for blood transfusions, and requires
no blood type matching process.

In animal studies, this treatment has

Jroved blood flow to vital organs. Over
the last four vears, DCLHb has been stud-

It has been fully reviewed and cleared by
the US. Food and Drug Administration
(FDA) and has received favorable review by
our hospital review board and numerous
regulatory agencies around the world.

This new investigative treatment will be
made available only to the most severely
injured trauma patients, including males or

non-pregnant females older than 18 who
present in shock conditions despite prehos-
pital treatment, and who have evidence of
hemorrhage. Immediately following hospital
arrival, emergency medicine physicians will
assess the patient for entry criteria. Those

continued on page 4
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Blood Substitute Holds Promise for Trauma Victims with Severe Blood Loss

continued from cover

patients meeting the entry criteria will
receive 500 - 1000 cc (approximately the
volume of two to four soda cans) of
DCLHb or equal volumes of salt solution
placebo within 60 minutes of arrival in
addition to all standard interventions (salt
solution, blood transfusion, operation or a
combination of all). By the design of the
study, the physicians will not know at the
time of randomization whether a patient
will receive DCLHb or the placebo solution.
All patients will be followed closely for 28
days after treatment.

When researching new medical treat-
ments in emergency situations such as this,
ensuring that patients understand the study
and voluntarily give consent — normally
required in any clinical trial — presents a
unique challenge. Due 1o the severity of
the injuries, it is usually not possible to
obtain informed consent from the injured
patient and frequently family members are
not immediately available before the patient
requires treatment. However, excluding
patients who cannot give consent under these
lifethreatening conditions would make it dif-
ficult to develop new and better thcrapia for

traumna care. For this reason, this study is to
be performed under the new approved FDA
guidelines for the “exception to informed
consent,” meaning that treatment can still
be administered in these cases where it is
impossible to obtain written approval.
Since the patient cannot give consent at the
time of the injury, the FDA guidelines stipu-
late that the community from which the
patients are expected to come will be
informed of the proposed research project.

Allegheny MCP is taking steps to make
the community at large aware of this study
and to answer any questions or concerns.
An internal review board is overseeing the
patient safeguards and community educa-
tion programs that address the needs and
concerns of the community.

A key part of this public disclosure is a
series of community meetings being held to
inform the public about the proposed
research project and its potential to save
lives. All community members and hospital
staff are invited to join the Allegheny MCP
physicians conducting the research study ~
Thomas Santora, M.D., Associate Professor
of Surgery, Associate Director of The
Regional Resource Trauma Center, and

New Monthly EAP Parenting Support Group Formed

The Employee Assistance Program (EAP) has created a new parentmg tupport T
group that will meet during lunchtime on a monthly basis. The group will provnde sup-.

. port for parents and grandparents who are unng for chnldren of all ages. e

Topics will include:

- How 1o stretch your time with your kids

« Ways to be creative with your kids

« At what age should kids get certain responélbllma '
A:easofmmorconoemyoumzyhavensaparent )

« Basic exchanges of ideas for parents

Theﬁrstmeeungmllmkephoel:nday,AprﬂB fromnoon'mlp.mintlwl"rcsl s
dcnfsConfcwweRoomondmﬁfdlfborofd\clmsmeBettcBeglqmm&\erof Tj
ﬁuquAPMamgcgmﬂfacﬂmtedwdscussmForminfomuﬂomaﬂSﬂ%% .,

- -J-&h'bl', -

. R
- vlm;g

e Pl e e R bt e

More than 30 employees,
including Sylvia Beck, M.D.

free dexa screenings as part of
the new Osteoporosis Program
at Allegheny MCP. Kendra
Zuckerman, M.D. (right),
Director of the Osteoporosis
Program, interpreted resulss

Vincent Cowell, M.D., Instructor in Anes.
thesiology and Trauma Anesthesiologist—
who will explain the nature of the study, -
outline the risks and benefits of the study,
discuss the concept of exception to
informed consent, present patient and com-
munity safeguards that have been put in
place, and answer questions. i
The meetings have been scheduled for:
'~ Pnday,Apnl 11 at?pm,
- -at Devereaux United Methodist
* Church, 26th and Aﬂegheny Avenue,
; Philadelphia .. '
+ Wednesday, April 16 at 7 p.m.,
- at Falls of Schurylkill Library, located
at Warden Dnvc and devale Avenue,
Philadelphia ~'::-. o -
+- Thursday, Apnl 17 at 7 p.m.,
" at CE. Picket Middle School, located
. at Wayne and Chelten Avcnue,
Phxladelphm
Faculty, staff, employces and students are
welcome to attend these meetings and give
valuable input. Research concerning severely
injured patients could one day save your life
or the life of someone you love. ¢

Allegheny Cardiovascular
Institute to Hold Annual
Night at the Races

Enjoy a lively evening with friends at
the Allegheny Cardiovascular Institute
tenth annual Night at the Races Friday,
May 2, at Garden State Park, Route 70
and Haddonfield Road, Cherry Hill, NJ.

Tickets for the event are $60 per per-
son and include a deluxe buffet dinner,
admission to the park, Phoenix valet park-
ing, Phoenix admission and a racing pro-
gram. Doors open at 6:30 p.m.; post time
is 7:30 p.m. Gentlemen are required to
wear jackets.

The Allegheny Cardiovascular Institute

" +is a newly constituted organization to
(left), Ophthalmology, received

4dvise, counsel and support the cardiovas-
cular endeavors of Allegheny Health, Edu-
cation and Research Foundation. The
organization is committed to advancing
cardiovascular research, education and
patient care.

For ticker infarmatinn nleacs call Mari
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| ; a e « Working Through the Public Disclosurc Process Mandated by Use of 21 CFR 50.24 (Exccption to,

* Informed Consent): Guidelines for Success » :
‘Thomas A, Santora, M.D.*, Vincent S. Cowell, M.D,, Stanley Z. Trooskin, M.D.* Allegheny
University of the Health Sciences-MCP, Department of Surgery, Division of Trauma & Surgical -
Critical Carc, Philadclphia, PA

: ‘_ Introduction In November 1996, the FDA formalized guidelincs for cmcrgcnéy care research to

R be done under an “exception to informed consent”. These guidelines (21 CFR 50.24) mandate
o community awareness of the proposed research, but provide no specific methods by which to
o -accomplish this task. This descriptive report outlines how our Level 1 Trauma Center established
R :a comraunity educational program for a study utilizing a blood substitute.

. 'Methoc'ls A counsel of leaders from the highest volume trauma communities (HVTC) was
estabhshed to review the research project and assist in development of our public disclosurc (PD) '
program. Hospital personuel were educated through faculty meetings, hospital committees, in-housé
pubhca.uon feature articles and flyers. The community was informed of our intent, purpose and
issues relatod to this rescarch projoct by a talk radio show, radio public service ammouncements,
;advcrﬁfcmcnts and featurc articles in local and reglonal newspapers. Additionally, three interactive
education meetings were held in the HVTC. A call-in fine was established for community feedback.
Results An exoess of 70 manpower hours were required for our PD. All communitics
acknowledged the gravity of the problem faced by the severely injured paticnt. Initial skepticism
was encountered about the motivation of the institution to involve the community in hospital
acﬁviﬁés the safety of the experimental product, the minority population shouldcring an unfair
propuruan (Tuskegee fallout) of the research burden and the loss of individual dccmonmkmg
liberty. Though universal community acceptance of this research study was not achieved, the
educational process diminished the majority of the community's suspicions.
Conclusions Though PD of linical tesearch is difficult and time-consuming, the results can be
rewarding. The investigator(s) must identify the community, open lines of commumnication and be
pmparedfor skepticism. The PD mandate of 21 CFR 50.24 to increase community awareness
was met through cxtensive hanest and forthright information exchange.

. ' P ... Thomas A. Santora, M.D., Assoc. Prof. of Surgery, Allegheny University of the

Health Scie'il'c':és-MCP, Dept. of Surgery, Div. of Trauma & Surg. Crit. Care.
3300 Henry Avgnue, Philade.liph'ia, PA 19129 v, - (219) B42-6567
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Contact: Eryn Dobeck
Ruth Ann Dailey
(215) 8424533

NEW ADVANCEMENTS IN TRAUMA CARE FOR YOUR COMMUNITY
PSA 15

EACH YEAR CLOSE TO 140,000 PEOPLE DIE AS A RESULTOF
TRAUMATIC INJURY. IN MANY CASES, BLOOD LOSS IS THE CAUSE OF
DEATH. RESBARCH WITH A NEW BLOOD SUBSTITUTE ls BEING
CONDUCTED AT ALLEGHENY UNIVERSITY HOSPITALS, MCP, THIS
RESEARCH COULD SAVE YOUR LIFE. FOR INFORMATION, CALL 1-800-
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Public Service Director
KYW-RADTO

Independance Mall East
Philadelphia, PA 19106

NJIN Radio

Tae New Jorsey Station
N 777 _
Tronton, NJ 00é625-0777

4
THE PA SCHOOL FOR THE DERY

Public Service Director
WBUX

P.0. Box 2187
Doylestown, PA 18901

Public Service Directer
WCAU-TV '
City Line Ave. /Monument RdJ.
Philadelphia, Pa 19132

Public Sexvioce Director
XYN~TV

Independence Mall Raat

Philadelphia, PA 19106

Public Bervice Director
RADYIO INFORMATION FOR THE
BLIND

919 Walmut Stroat
Philadelphia, PA 19107

Public Service Directer
WBCB ,

200 Xagneolia Drive

Box 1490 f
Lev@ptoun, PA 19054

Public Service éirtetot
WBYO-FN
P.0. Box 177

Boyertown, PA 19512

-

Public Service pirector
WCHE

119 Market Stredt

West Chester, PR 19382
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== Public B8ervice Diraector Public garvice Director
WCHRB~FN wCoJ
Woodgida Road P.0O. Box 1408
Yardley, PA 19067 Coataosville, PA 19320
Public Seorvice Diracter '~ Public Gervice Diractor
WDAS=AM & FM KYDRE=-FM )
WDAS Bui.ldin P.C. Box 1188, Bulte A-104
Belmont Mrenuo & Edgeley Rd. Benjamin Fox Pavilion
Philadelphia, PA 15131 Jenkintown, PA 19046
Public Service Director Public Service Director
WEAZ-FN . WEGX~FK
Philadelphia Exacutive officex 3 Bala Plaga
10 Presidantial Blvd. Suite EBOE
Bala Cynwyd, PA 19004 Bala Cymwyd, PA 15004
WEXP, LA SALLE UNIVERSITY Public Service nirector
= C/o Promotiona WFIL
P.0. Box €98, 20th & Olney Ave 10 Presidential nxvd.
Phila.,, PA 19141 Bala Cynwyd, PA 19004
Public Bervice Diractor Public Service Director
WFLN WEPKZ-FM
8200 Ridge Avenue East Rook Road
Phﬂ.adalphia, PA 19128 Allsntown, PA 18103

Public Serv. Dir.

Public Service Director WHAT

WCLS=FX KBT Comsunications
Glassboro state Collega 2471 ¥H. 54th Streat
Glasaeboxo, NJ 08028 Philadelphia, PA 119131

(215) $61-5161

Mlio Service Director Public Services Ditbctor
—~ “TBWH - WRYY-FM
0. Box 9750 ‘ Independencs Mall l!’ut
Mrenton, NJ 08540 150 Korth 6éth Strewt

Philadelphia, PA 19106



Fublic Service Dirsctor
WHYY-TV

Independence Kall Weat
Philadelphia, PA 18106

Public Bervice Director
WIp

441 Rorth Fifth gtroat
Pniladelphia, PA 19123

Public Service Director
WEKDN-~FM

2906 Mt. Zphraim Avenua
Camden, NJ 08104

Public Service Director
WHMR~FM

19th & Walnut Streets
Philadelphia, PA 19103

Publio Sarvige Director
WRIS8~TV

1573 Parkside Avenue
Trenton, WJ 08638

Public Service Director
WOGL=AN/FN

city Line Ave./Monument Rd.

Philadelphia, PA 19131

Public Service Director

- WPEN

1 Bala Plaza
3rd Floor West
Bala Cynwyd, PA 19004
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Public Sarvice Direotox
WIOQ-¥X

2 Bala Plaza

guita 201

Bala Cynwyd, PA 19004

Public Service Director
HIBR-FN _

2617 Elbright Road
Wilnington, DX 19810

Public Service Director
WHGK-FN

1 Bala Plaza

3rd Floor West -

Bala Cynwyd, PA 19004

Public Sarvice Director
WNAP

Box 11 '

Philadelphia, PA 19128

Public Service Dirwotor
WNEV

Snyder Road -

Box 1444

Lansdale, PR 19446

Public sarvice Director
WPAZ .
Naugers Nill Road

Box 638

Pottstown, FA 19464

Public Service Direstor
WPHL~TV :
5001 wynnefield Avanue

Philadalphia, PA 19131



Public Service Director
WPET=-FN

Box 9730

Trenton, NJ 08647

Public Bervice Director
WRTI-FK

TEMPLE UNIVERSITY
Annenbsrg Hall

Philadelphia, PA 19122 .

Fublic Service Director
WSTH-FX

2727 shipley Road
Wilmington, DE 19803

Public Bervice Director
WIMR

2775 Xt. Ephraim Avenue
Camden, KJ Q8104

Public Service Dirvectar
WIXF-TV

4th & Market Streets
Philadelphia, PA 19106

Public Service Diractor .

WYCH .
P.0. Box A
Brookhaven, FA 19013

Public Service Director
WXPN-FM

3905 Spruce Straet
Philadelphia, PA 19104
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Public Service Director

WPVI-TV ,
4100 City Line Avenue
Philadelphia, FA 19131

Public Service Director
¥S8J

6th & Narket @treats
Camden, RY 08101

Public Sarvice Director
WIEL

1349 Cheltenhan Avenue
Philadelphia, PA 19126

Public Service Director
WTTN :

331 West gtate Strest
Trenton, NJ 08418

Public 8exrviocs Direator
WOSL~EM

440 Domino Lana
Philadelphia, PA. 19128

Public Sarvice Director
WKDB-FU

166 E. Levering Xill Rd.
Dala Cynuwyd,, PA 10004

' Public Service Director

WXTU-IN )
23 Wast City Line Avenue
Bale Cynwyd. PA 19004
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Public Berviae Director
WISP=FN

1 Bala Plaza

Suite 424

Bala Cynwyd, PA 19004

Public Service Dirsator
WYXR~-FPM

One Balas Plara

Bala Cynwyd, PA 19004 .
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Jerry Abear

Rawe Diractor
WIXR~FX

One Bala Plaza

Rale Cynwyd, PA 19004

Public Service Director
WZZD

117 Ridge rika
Latayotte Hill, PA 10444
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Public Service Director
ADELPHIA CABLE

P.O. Box 198

1 Apolle R4.

Plymouth Neeting, PA 19462

Pubiic Service Direcror
CABLE 1TV OF CHESTER CO.
Rt. 82 & Monacy Road
Coatesvilla, PA 19320

Public Servige Director

COMCAST CABLEVISION
29 York Road

Willow Grove, PA 19050

Public fervice Director
HARRON CABLE TELEVISIOR
First & Ruthland aAvenueg
Nllvcm, PA 19333

Public service Director
JONES I ¢ INC.
Box 778

Turnexrsville, NJ 0012

Public Service. Director
MAPLE SHADE CABLE TV
60 West Main Btreet
Maple Shada, NJT 08052
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Public Sexvice: Diractor
AMERTCAN CABLEVISION OF PA
3 Noora Raad
Wallingfard, PA 19086

Public Service Director
CATV SERVICE COMPANY

46 North Union gtreet
Laxbertville, NJ 08530

Public Service Director
GREATER PHILA. CABLEVISYON
1381 South Delaware Avemue
Philldalphia, PA 19147

Publia Service bireator
HOME-VDR CABLE TV

4143 Swamp Road.
Doylestown, PA 168901

Public Service bDirector
LOWER BUCKS CABLEVISION
2320 Trenton Road
Lovittoun, PA 19056

Public Service biroctor
NYT CABLE-TV
1250 Haddonfield=Barlin Road

Box 5028
Cherry Hill, NJ 08034



Public Service Director
OXFORD VALLEY CABLEVISION

1730 Ryberry Road
Bensalen, PA 195020

Fublic sexrvice Diractor
SERVICE ELECTRIC CABLE
1045 Hamilten Streat
Allentown, PA 18101

Publ{ic Service Dirsctor

8TORFR COMMUNICATIONS OF
GLOUCESTER COUNTY

304 8South Broad styreet

Woodbury, NJ 08096

Public garvice Director
SUBURBAN CABLE

237 Wast Germantown Pike
Norriastown, PA 19401
610-239~2100

Publlc Service Dirsctor
SUBURBARN CABLE TV CONPANY
114 Ridge Road
Sellersvilla, PA 18960

Public Service Directar
SUBURBAN CABLE TV CONPANY
601 Oak Lane

Glenolden, PA 19036

Public Service Director

SUBURBAN CABLE TV COMPANY

3 Noore R4,
Wallingford, PA 19086
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Public Servica Director
PENN STATE CABLE

114 Ridge Read
S8ellarsville, PA 18960

Public SOrvico;Directot
STORER CABLE COMMUNICATION
Box 50

Willingboro, NI 08046

Public service Director
STORER RIVERFRONT CABLE
1809 Taylors Lane
cinnaninson, NJ 08077

Public dgervice Diractar
SUBURBAN CABLE TV

2319 ¥York RA.
Jamigon, PA 1892Y

Public S8ervice Diractor

. SUBURBAN CABLE TV COMPANY

20 South Main Straat .
Phoanixvilia, PA 19460 - -

Public Service Director
SUBURBAN CABLR TV CONPANY
503 South Cedar Lane
Uppar Darby, PA 19082

Public S8ervice Direator
SUBURBAN CARLE TV COMPANY
261 West DeKald Pike
Buite EG2

King of Prussia, PA 19406
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Public Service Director
8UB

LE TV COMPANY
1200 High street

Pottstown, pa 19464

Public gService Director .
ULTRACON OF LANSDALE, INcC.
668 Bathlaham Pika

Hontgomeryvill., PA 18936

000-000159

Public S8ervice Director
TCI OF NEW JRRSRY

320 Monmouth gtreet
Gloucester, NI 08030
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- MEMORIAL JOINS NATIONAL TRAUMA RESEARCH STUDY
June 12, 1997

Memorial Medical Center, Inc., is one of about 30 sites nationwide chosen to study the
effectiveness of a new blood substitute that possibly could save the lives of trauma patients with
severe blood loss. The oxygen-carrying hemoglobin solution is part of a new group of blood
substitutes having many potential applications and affecting millions of people. Every year, nearly
.2 million people sustain severe traumatic injuries. More than 150,000 of these people die, making
trauma-related injuries the number one cause of death among Americans ages 1 through 45.

Memorial's research study will test the effectiveness and safety of the blood substitute,
Diaspirin Cross Linked Hemoglobin (DCLHD), in treating patients with serious traumatic
hemorrhagic shock (severe blood loss due to serious injury). Nationwide, a total of 850 patients will
be enrolled in this chnical trial. The study is expected to last approximately a year and is
sponsored by Baxter Healthcare Corporation. Memorial has been chosen to participate due to the
presence of research staff, trauma team, nurses, and lab technicians to support this type of research.

Memorial Medical Center would like to make participation in this study available to its
patients who suffer from severe traumatic hemorrhagic shock, even when it is not possible to get
informed consent from a family member or legal guardian prior to giving the blood substitute.
Accordingly, Memorial Medical Center is taking this opportunity to communicate with the
community and inform potential patients, guardians, and other appropriate parties of the potential
use of this new product.

Between 10 and 20 patients will be enrolled in the study at Memorial. Half will receive the
blood substitute and half will receive a saline solution. In addition, current standard treatment,
including blood transfusion when appropriate, will be administered to all study participants.

The blood substitute is man-made and derived from human red blood cells which would
otherwise be wasted. It has potential applications in situations where large amounts of blood loss
can result in a lack of oxygen to vital tissues. Patients can go into shock, which can lead to multiple
organ failure several days or weeks after the initial injurv. The blood substitute has been shown to
carry oxygen to cells and tissues and seems to increase blood flow to vital organs.

Use of the blood substitute as a supplement to blood transfusions also saves critical time in
stabilizing a badly hurt patient because it does not have to be typed or cross-matched. The solution
has been heated and filtered to reduce the risk of blood-borne infections. The blood substitute has
been studied extensively over a four year period in clinical trials involving more than 700 patients.
Of the approximately 350 who received the drug, a few temporary side-effects were noted. These
included changes in some lab test results, a temporary yellowing of the skin (unrelated to liver
damage), temporary reddening of the urine due to the red color of the product, nausea, and back,
abdominal and muscle pain. Blood pressure may be elevated following administration.

Because trauma patients are often so severely injured, they may not be able to give consent
to participate in the drug trial, and family frequently cannot be located or reached quickly. For this
reason, the U.S. Food and Drug Administration and the Office of Protection of Patient Rights
allows waiving consent in studies of emergency therapies when the potential benefits outweigh the
risks. It is critical in trauma situations that the blood substitute be given within the first hour that
the patient is being treated. Once the families are found. they will be informed of the study and can
decide on continued participation.

Media inquires should be made to Derek Smith, MMC Corporate Communications, at
(912) 350-6874.
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AIKEN COMMUNITY HOSPITAL
ER NURSE MANAGER
o

. .EN, SC 29802

BACON HOSPITAL

ER NURSE MANAGER

P.0. BOX 745

ALMA, GA 31510

BEAUFORT MEMORIAL HOSP.
ER NURSE MANAGER

121 RIBAUT RD.

BEAUFORT, SC 29902

BULLOCH MEM. HOSP.
ER NURSE MANAGER
P.0. BOX 1048
STATESBORO, GA 30458

CANDLER GEN. HOSPITAL
ER NURSE MANAGER
5333 REYNOLDS ST.

£ ANNAH, GA 31404

COFFEE REG. HOSPITAL
ER NURSE MANAGER
P.0. BOX 1248
DOUGLAS, GA 31533

EFFINGHAM COUNTY HOSP.
ER NURSE MANAGER

P.0. BOX 386

SPRINGFIELD, GA 31329

FAIRVIEW PARK HOSPITAL
ER NURSE MANAGER

200 INDUSTRIAL BLVD.
DUBLIN, GA 31201

JEFF DAVIS HOSPITAL
ER NURSE MANAGER
1215 S. TALLAHASSEE ST.
HAZLEHURST, GA 31539

£RTY REG. MED. CNTR.
£ NURSE MANAGER
P.OB. 232
HINESVILLE, GA 31313

ALLENDALE CO.HOSPITAL
ER NURSE MANAGER

P.O. BOX 216

FAIRFAX, SC 29827

BAMBERG CO MEM HOSP.
ER NURSE MANAGER
NORTH & MCGEE STS.
BAMBERG, SC 29003

BEAUFORT NAVAL HOSPITAL
ER NURSE MANAGER
RIBAUT RD.

BEAUFORT, SC 29902

BURKE COUNTY HOSP.
ER NURSE MANAGER
351 LIBERTY ST.
WAYNESBORO, GA 30830

CHARLTON MEM. HOSPITAL
ER NURSE MANAGER
P.0. BOX 166

FOLKSTON, GA 31537

COLLETON REGIONAL HOSP.
ER NURSE MANAGER

501 ROBERTSON BLVD.
WALTERBORO, SC 29488

EMANUEL COUNTY HOSP.
ER NURSE MANAGER
P.O.BOX 7

SWAINSBORO, GA 30401

HAMPTON GENERAL HOSP.
ER NURSE MANAGER
P.OB. 336

VARNVILLE, SC 29944

JEFFERSON HOSPITAL
ER NURSE MANAGER
PEACHTREE ST.
LOUISVILLE, GA 30434

LOW COUNTRY GENERAL
ER NURSE MANAGER
POB 400

RIDGELAND, SC 29936
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APPLING GENERAL HOSPITAL
ER NURSE MANAGER

301 E. TOLLISON ST.

BAXLEY, GA 31513

BARNWELL CO. HODPITAL
ER NURSE MANAGER

P.O. BOX 588

BARNWELL, SC 29812

BERRIEN CO. HOSPITAL
ER NURSE MANAGER
P.O. BOX 665
NASHVILLE, GA 31639

CANDLER COUNTY HOSP.
ER NURSE MANAGER

P.0. BOX 597

METTER, GA 30439

CLINCH MEMORIAL HOSP.
ER NURSE MANAGER
P.OBOX 516
HOMERVILLE, GA 31634

DODGE COUNTY HOSPITAL
ER NURSE MANAGER
715 GRIFFIN ST.
EASTMAN, GA 31023

EVANS MEMORIAL HOSP.
ER NURSE MANAGER
P.O.BOXS518 . .
CLAXTON, GA 30417

HILTON HEAD HOSPITAL
ER NURSE MANAGER
P.OB. 1117

HILTON HEAD, SC 29925

JENKINS COUNTY HOSPITAL
ER NURSE MANAGER

515 E. WINTHROPE AVE.
MILLEN, GA 30442

MEADOWS REGIONAL MED.
ER NURSE MANAGER

POB 1048

VIDALA, GA 30474



MED. CNTR. OF CENTRAL GA
ER.NURSE MANAGER

*  IEMLOCK ST.

do«CON, GA 31208

PHOEBE PUTNEY MEM HOSP
ER NURSE MANAGER

417 3RD. AVE

ALBANY, GA 31701
ST.LUKE'S

ER NURSE MANAGER

4201 BELFORT RD.
JACKSONVILLE, FL 32216

TELFAIR COUNTY HOSPITAL
ER NURSE MANAGER

RT. 1, BOX 5

MCRAE, GA 31055

WASHINGTON COUNTY HOSP.

ER NURSE MANAGER
POB 636
DERSVILLE, GA 31082

WINN ARMY COMM. HOSP.
ER NURSE MANAGER
FT. STEWART, GA 31314

MEMORIAL MEDICAL CENTER
ER NURSE MANAGER

4700 WATERS AVE.
SAVANNAH, GA 31406

PIERCE COUNTY HOSPITAL
ER NURSE MANAGER

POB 32

BLACKSHEAR, GA 31516

ST. JOSEPH’S HOSPITAL
ER NURSE MANAGER
11705 MERCY BLVD.
SAVANNAH, GA 31419

TRIDENT REG. MED. CNTR.
ER NURSE MANAGER

9330 MEDICAL PLAZA DRIVE
CHARLESTON, SC 29418

WAYNE MEMORIAL HOSPITAL
ER NURSE MANAGER

POB 408

JESUP, GA 31545
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ORANGEBORG REG.MED. CTR_
ER NURSE MANAGER

3000 ST. MATTHEWS RD.
ORANGEBORG, SC 29115

SCREVEN COUNTY HOSPITAL
ER NURSE MANAGER

215 MIMS RD.

SYLVANIA, GA 30467

TATTNALL MEMORIAL HOSP.
ER NURSE MANAGER

RT. 1, BOX 204 '
REIDSVILLE, GA 30453

UNIVERSITY HOSPITAL
ER NURSE MANAGER
1350 WALTON WAY
AUGUSTA, GA 30910

WHEELER COUNTY HOSPITAL
ER NURSE MANAGER

3RD STREET

GLENNWOOD, GA 30428
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MEMORIAL MEDICAL CENTER
STUDIES NEW TREATMENT for
PATIENTS WITH SEVERE BLOOD LOSS

Memorial Medical Center, Inc. has been asked to evaluate a new treatment for seriously injured
patients admitted to its Emergency Room with severe loss of blood. The new treatment, a
patented product developed by Baxter Healthcare, Inc., has potential as a blood sustitute during

the emergency treatment and recovery period. Patients enrolled in the study will also receive
standard treatment including blood transfusions.

The U.S. Food and Drug Administration requires new drugs and therapies to be proven effective
with volunteer human patients before approval for marketing. The FDA has ruled that a patient
whose life is in danger, is unable to consent, and for whom there is no one available to give
consent may be given an experimental treatment when the potential benefits outweigh the risks.

Patients or their families will be notified at the earliest opportunity of the patients' inclusion in
the research study.

Memorial Medical Center would like to make participation in this study available to its patients
who suffer from severe traumatic hemorrhagic shock, even when it is not possible to get
informed consent from a family member or legal guardian prior to giving the blood substitute.
Accordingly, Memorial Medical Center is taking this opportunity to communicate with the

community and inform potential patients, guardians, and other appropriate parties of the
potentnal use of this new product.

Public input is welcome. To communicate with us on this subject, please write to us at the
following address:

Memorial Research Center
Memorial Medical Center
P.O. Box 23089
Savannah, Georgia 31403-3089 T
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Several area physicians are at the forefront of modern medical proce- |
dures, including synthetic blood and cancer treatments.

Cutting-edge medical
technology in Savannah |

By Francis Zera

While some may. think
Savannah's small-town atmosphere
may limit cthe availability of the
newest medical treatments, several
area physicians are currently offer-
ing state-of-the-art techniques to
the region.

Dx. Frank Davis, Dr. John
Duttenhaver and Dr. Ray Rudalph,

all of whom work out of Memorial .

Madical Center, each offer their pa-
tients 2 unique form of treatment that
cither dramatically increases their pa-

rients’ suevival rates or reduces the

| discomfort and cost of treatment.

Memorial Medical Center's
trwuma center is one of only 30 hos-
pitals nationwide that is participat-
ing in a study to test a new blood
substitute, Diaspirin Cross-Linked
Hemoglobin, in treating patients
with serious traumatic hemocrhagic
shock, which is caused by dramatic

- blood loss due to serious injury.

Davis, as chief of trauma services,

: oversees the

program.
The blood substitute, explained

" Davis, is synthesized from donated

blaod chat has reached the end of
its shelf life. “The hemoglobin
molccules are taken out of the
blood, linked together, diseases are
eliminated, then is prepared to be

frozen for up o two years.” Donated
[} N N n AR . .

Plusto by Rus Byat B

accurate method for detecting po-
tentially cancerous lumps using an |
in-office ultrasound device. N
“Until a couple of years ago,” said
Rudalphy, “all ultrasounds of breast tis-
sues were done by a rdiologist.” '
“The difference is that if you |
come ta the office and have an ab-
normalicy but can't feel ir, within
20 mivute< [ oo tell if it’s cancer or
not, as opposed to waiting until the
next day for traditional methods,”
he said. A biopsy of suspected can-
cerous tissues can be done with a
needle, guided by an ultrasound
monitor. “That way, we can talk
about it right away, as opposed to
putting the patient to sleep. doing
a surgical biopsy, waiting for them L
2o wake up and then trying to dis-
cuss the implications,” he said. i
*“This is much moce expedient.”
“There is no known cause and Jq
no known cure for breast cancer,”
Rudolph said. “The whole essence of §s
breast cancer is that women who have
long survival rates are the ones who
have had their cancer detected eardy.”
The best way to increase detec-
tion of breast cancer, according to
Rudolph, is self-examination, regu-
lar clinical exams and annual mam-
mograms starting at age 40.
In men, prostate cancer is as
prevalent as breast cancer is in
women, Duttenhaver said. I¢'s che




Red Cross for diseases including
HIV, AIDS and hepatitis. Blood
used for the substitute is put
through a heat process to eliminate
any undetected diseases.

Among the benefits of the syn-
thesized blood, said Davis, include
its being free of blood-borne dis-
eases, a long storage life, and, most
importantly, the ability to use it
with patients of any blood type.
“Because you get tid of the red
blood cells, there are no compatibil-
ity problems,” he said.

“This is only for the sickest of
the sick,” explained Davis. “The
people who participate in this study
will be multi-system trauma victims
who have lost at least 40 percent of
their blood volume — only 10 or 20
patients will qualify for the study”
over its one-year duration.

" Based on the results of the study,
the substitute could be generally
available within three years. “This
might not eliminate the need to give

blood, but will help greatly with vic-

tims of acute trauma,” he said.
Breast cancer will strike one in
every nine women in the United
States, and 32 percent of women
who die from cancers each year die
from breast cancer. In response to
those statistics, vast amounts of
time and money are being spent te-
searching ways to heat breast can-
cer. Rudolph offers a non-invasive,

000-000165

men, accounting for one-third of
cancers diagnosed each year.

Duttenhaver said that, in the
past, the effectiveness of treatment
was limited by the amount of radia-
tion that was able to be transmitted
to the cancerous gland. A new
treatment called radioactive seed .
implant therapy holds lots of
promise for increasing cure rates for
this type of cancer.

“The key to curing cancer is
getting the highest dose of radiation
to the cancer,” Duttenhaver said.

He said that prior to the intro-
duction of implant therapy, the
amount of radiation that could be
used to treat prostate cancer was
limited by the propensity for the ot-
gans and tissues surrounding the
prostate gland to absorb excess ra-
diation, potentially causing compli-
cations such as radiation burns.

The new technique involves in-
troducing radioactive pellets, or
seeds, into the prostate gland, pre-
cisely placing them near the cancer-
s tissues with a needle guided by an l
ultrasound monitor. The seeds are de-
signied to emit radiation for two to six
months, becoming inert within a
year. “By placing the seeds precisely
within the gland, we can double the
dose to 16,000 rids {radiation ab-
sotbed dose, a standard radiation
measure), which pushes the cure rate
up to nearly 90 percent,” he said. &

b
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MMC research
coordinator expands -

. on study policy -

Thank you for the very positive
article in the Aug. 1-7, 1997
Georgia Guardian, “Cutting-edge
Medical Technology in Savannah.”

In order to implement the pro-
tocol which Francis Zera described
in his interview with Dr. Frank
Davis, the FDA has approved this
particular study (the use of a syn-
thetic blood substitute in victims of
severe trauma) to have “deferred
consent.” This means the drug can
be administered immediately with-
out the usually lengthy and intense
process of obtaining consent from
the patient or family. The adminis-
tration of the diaspirin drug must be
finished within 60 minutes of the
patient arriving in the emergency
room, and there are numerous lab
and other diagnostic procedures to
be completed before the administra-
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i Letter to the Editor .

tion of the drug product. Also, on
many occasions, unresponsive or
otherwise not responsible patients

- arrive at the ER alone and without

clear information on how to contact
their families immediately.
Therefore, the FDA has grant-

ed this special privilege (of deferring

the consent process) to Memorial
Medical Center and the other hos-
pitals participating in the study,
wich the proviso that informed con-
sent will be obrained as soon as pos-
sible. With these “total body
crunch” patients who have suffered
severe, multiple trauma with hem-
orrhage, this almost always means
that the responsible family member
will be the person to sign the form,
after being comprehensively advised
of benefits and risks by one of the
physicians in the study.

This responsible person has the
unimpeded choice at chat time to
state that the study may not con-
tinue and he or she is so advised

L —— — ]

that this decision will be honored
immediately without prejudicing
any other alternative treatments or

_affecting the patient’s care in any

adverse manner. Of course, the re-
sponsible person also has the choice
to allow the patient to continue in
the study. The procedures after the
initial administration of the drug
are no more than “following™ the
patient to see how his or her condi-
tion fares for the following 28 days
after admission. Some lab work is
involved, but charges for these
tests, as well as for the drug iwself,
are paid for by the sponsoring drug
company, Baxter Laboratories.
Administration of the drug is not,
under any circumstances, repeated
after the initial dosage.

Earl Stanford, RN BSN CCRC
Certified Clinical Research
Coordinator

Research Center

Memorial Medical Center

W, “-—— - l —-:.f\-_:?l.-,--'—t—~“<.\"-1.hm§¢- - I T
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Newscast, July 15, 1997
Channel 3, WSAV, NBC affiliate
Savannah, GA

Introduction: News anchors introduced product as a “...new blood substitute which can save lives.
Some experts believe it may be better than the real thing.”

Segway to Family Health Reporter, Kristin Hill at *“ Memorial Medical Center where the product
is being tested.”

Kristin Hill: *“You’re rushed into the emergency room with a serious injury. You've lost a lot of
blood and are going into shock. You need blood fast but typing and checking for antibodies takes
time. Using a new blood substitute made from outdated blood could save time and your life.”

Dr. Gage Ochsner, Chief of Trauma Services, Memorial Medical Center explains: “The solution is
given through the vein and early on. Patients who get this are given it within 30 minutes of
arrival.”

Kristin Hill: “When Life Star (helicopter) or an ambulance brings in a trauma patient, using the
blood substitute can save critical amounts of time because blood typing is not necessary and the
blood product can be stored in the emergency room. Memorial Medical Center is taking part in
National test trials.”

Dr. Ochsner: “We will be giving solution to patients who have a 40% chance of dying or greater
because of blood loss.”

Kristin Hill: “Memorial will enroll 10-20 patients in the study. Prior consent is not required by
FDA for a patient to receive the blood solution.”

Dr. Ochsner: “FDA has authorized use because of the potential benefit of using this outweighs the
risk associated with it.”

Kristin Hill explains: As the blood substitute carries oxygen to cells and tissues it increases blood
flow to vital organs just like real blood, but keeps longer, and when given with real blood it may
mean better survival rates and fewer complications for trauma patients.

Closing: Program ends with the following message. “For more information on the study call
Memorial Medical Center Trauma Research Study, Phone number 912 350-8707.”
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Clinical Trial of Diaspirin Cross-Linked Hemoglobin
Emergency Treatment of Patients in Shock

Memorial Medical Center is among 35 major trauma centers that are evaluating a new treatment
for critically injured patients with severe blood loss. The treatment involves administering an
experimental blood product to such patients, who face a major risk of dying despite the best
medical care. Baxter Healthcare, Inc., has developed the product, Diaspirin Cross-linked
Hemoglobin (DCLHb™), which is being tested during the emergency treatment of trauma
patients in shock. The trial, which is authorized by the U.S. Food and Drug Administration,
requires public notice because it will occur under emergency conditions that may require an
exception from informed consent. The following is to help to prepare you to answer potential
questions about the trial.

Q. Why is this trial being performed?

A Seriously injured patients frequently arrive at the hospital in shock with significant blood
loss. Despite the best care medicine has to offer, as many as 40 percent of the most
critically injured patients will die from their injuries. Studies suggest that DCLHb™ may
improve the chance of survival following severe blood loss. The product has the greatest
chance of improving survival and reducing complications when it is given immediately
after the beginning of catastrophic shock and bleeding.

What is DCLHb™?

A DCLHb™ is a purified hemoglobin (the part of blood that carries oxygen) preparation
made from human blood that has become outdated on blood bank shelves and is no
longer usable for transfusions. It is filtered and heated to reduce the risk of blood-borne
infections including AIDS. DCLHb™ may restore blood pressure, increase blood flow to
vital organs and carry oxygen to cells and tissues. Because blood typing is not required
and the product can be stored in the Emergency Department, DCLHb™ can be given
immediately after a patient's arrival, saving critical moments in stabilizing a trauma-
patient. .

Does DCLHb™ replace the need for blood transfusion?

A.  DCLHb™ is administered jn addition to transfusions that may be needed to treat the
injured patient. (Since the product is made from human blood, it would not be suitable in
treating patients whose religious beliefs forbid blood transfusions.) Patients will still get
all standard therapies in this study, including blood, fluids and surgery. Although
DCLHb™ may reduce the number of blood transfusions required to treat the injured,
volunteer blood donations are still vital.
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What is an exception from informed consent and why is it necessary?

Because trauma patients are often so severely injured, they may not be able to give their
consent to participate in the drug trial. Still, they are in critical need of immediate
treatment. The U.S. Food and Drug Administration has granted an exception from
informed consent in such cases. They have carefully evaluated DCLHb™ and
determined that the potential benefits greatly outweigh the risks of participating in the
trial. As a result, patients may be enrolled in this study and receive DCLHb™ when
informed consent is not possible.

We will make every attempt to obtain consent from patients, their legal representatives,
or family before DCLHb™ is given, and all patients and their family members will be
completely informed of their participation as soon as possible. At all times, the patient or
their representatives may decline further participation in the study. There are no known
risks to patients who decide not to continue in the study.

What are the risks and side effects of DCLHb™ ?

DCLHb™ has been extensively studied in randomized trials involving more than 700
patients over a four-year period to evaluate its effects. Of the approximately 350 who
received the drug, a few temporary side effects were noted. These included changes in
some lab test results, a temporary and harmless yellowing of the skin (unrelated to liver
damage), temporary reddening of the urine due to the red color of DCLHb™, nausea,
and back, abdominal and muscle pain. Blood pressure may be elevated following
administration; however, this may be beneficial to patients in shock, whose blood

pressure is dangerously low. Independent experts will monitor patient safety throughout
the trial.

Who will be eligible to participate?

Approximately 30 patients with low blood pressure and in shock from blood loss
following traumatic injury will be enrolled at Memorial over the next 18 months.
Approximately half of these patients will receive the blood product along with other -
treatment. This product will be given only to patients who have such major blood loss
that standard therapy may not be enough to save their lives. A total of 850 patients will
be enrolled nationwide at 35 trauma centers. No additional charges will be incurred by
patients as a result of participation.
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For June 16 Notations to physicians:

Dr. Raymond P. Bynoe, Trauma Services, will serve as Principal
investigator in a Study on Diaspirin Cross-Linked Hemoglobin that will
begin by August. DCLHb, a man-made hemoglobin solution, will be used in
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Strengthening quality and improving cost effectiveness are
mmitments RMH states in its vision statement. One such way

contract prices.” i
According to Garvin, there are some exceptions, such as when'
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New Treatment to be Tested at RMH

RMH is one of 40 hospitals nationwide and the first in |
South Carolina that will begin using a potentially
life-saving treatment in August for patients with severe
traumatic injury. The treatment being researched is made
from human red blood cells and is called Diaspirin
Cross-Linked Hemoglobin (DCLHD).

"Tﬂe purpose of the study is to £ind out how well the
new hemoglobin solution works in treating or preventing the
harmful effects of blood loss due to severe injury,
including shock, severe illness or death," says Dr. Raymond
Bynoe, medical director of Trauma Services and principal
investigator of the study. "We hope the use of this product
as a supplement to our life-saving procedures will improve
patient outcomes.

"Despite our best efforts, about 40 percent of trauma
patients with extremel§ low blood pressue die, most of:them
from bleeding problems. Large amounts of blood loss can
result in lack of oxygen to vital tissues, which can lead to
multiple organ failure. DCL Hemoglobin may increase blood
flow and oxygen to the organs, helping stabilize a patient
quicker. Patients in this study still will receive all
standard therapies, including blood products, fluids,
medications and surgery."

DCL Hemoglobin is a purified hemoglobin solution, the
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part of blood that carries oxygen thfoughout the body. The
solution is made from red blood cells donated by healthy
volunteers that have been tested and found negative for the
viruses that cause hepatitis and AIDS. In addition, DCL
Hemoglobin solution goes through a specialized filtration
and pasteurization process to significantly reduce the risk
of hepatitis and AIDS. Because the product is made from
human blood cells, it will not be suitable in treating
patients whose religious beliefs forbid blood transfusions.

"While we're excited about the possibility of this
research increasing the survivability of trauma patients, we
also are excited about it possibly extending the community's
blood supply," says Dr. John Stewart, director of Emergency
Services and co-investigator in the research project. "This
could help extend our resources nationwide."

The study, which is authorized by the U.S. Food and
Drug Administration (FDA), will be randomized. This meéns_
half the participants will receive the solution and half
will receive saline solution. Neither the patient nor the
doctor will know which solution the patient has been given.
The study will be monitored by an independent data
monitoring committee.

Trauma patients must meet strict criteria before being
given the new treatﬁent. Part of the inclusion criteria
includes being 18 years of age or older, evidence of

hemorrhage, and low blood pressure. Because of this, out of
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the 1,500 patients Trauma Services treats each yeaf, Bynoe
says only a maximum of 20 patients will be eligible to
receive the new product in the next 12 months through the

study.

For more information, ca;l Trauma Services at 6418.
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Utilization in the treatment of severe
traumatic hemorrhagic shock

Trauma Services - RMH
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Whether the infusion of DCLHb will
reduce the mortality following
traumatic hemorrhagic shock
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Informed Consent

. .
s FD) Approved exception to consent
¢ notification of next of kin, legal guardian

¢ Critically short therapeutic window
¢ Direct benefit to patients

¢ IRB

¢ Notification of Medical community
¢ Community Education/Information

Trauma Services - RMH
(
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“o° oﬁlmwo:w One Group Two
Blood Products plus Blood Products plus
Placebo DCL-Hg
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& %aoﬁomwoa from volunteer donor red cells

¢ Final 10 % solution
¢ contains 10 g of hemoglobin per 100 ml.
¢ 1so-osmotic with whole blood
¢ hyperoncotic
¢ adjusted to a pH of 7.4 at 37 degrees C

000-0800179

Trauma Services - RMH
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1000 ml. study dose
provides 50 -100 g of
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Trauma Services - RMH

(

Inclusion Criteria

( '
@-w y.mmam of age or older

¢ Evidence of hemorrhage

¢ Tissue hypoxia & cellular hypopertusion

¢ SBP 90 or less and HR 120 or above OR

¢ SBP 90 or less and HR 60 or less with a
preterminal rhythm(junctional or
idioventricular) OR

¢ Base deficit of 15 mmol/L or worse




¢ Pulseless traumatic arrest
during hospitalization

¢ Imminent death precludes
resuscitation efforts

¢ Isolated head injury,
penetrating or blunt

¢+ Known objection to use of
blood/blood products

¢+ Known injury time >4 hrs. prior
to infusion

G00-000182

Trauma Services - RMH

{

Exclusion Criteria

Combined multisystem and
head trauma with clinical
findings consistent with
significant mass
effect(e.g.,severe coma,
lateralizing signs, posturing or
pupil dilation secondary to
uncal herniation )
Hospitalization > 60 min prior
to infusion

(%4
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End Points

¢ Primary - Statistically significant reduction
in 28 day mortality

¢ Secondary- 48 hour mortality reduction and
Lactate level ,_
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Trauma Services - RMH
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" DCL Hb
Eftects
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¢ Increase in mean arterial pressure

¢ Dose related response

¢ Increase organ perfusion
# Restoration of acid/base balance

¢ Decreased bacterial translocation

600-00018YL

¢ 7 Decrease use of banked blood products
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Humail volunteer blood

Tested and found negative
for HBsAg, HIV-I/Il &
HCV

Red cells lysed to release
hemoglobin
Ultrafiltration & reacted
with diaspirin x-linked
agent

" DCLHb
PREPARATION

¢ Stabilized tetrameric
hemoglobin

¢ Pasteurization to effect
viral deactivation

¢ Solution conc. into
physiologic vehicle

¢ Similar to process used
to prepare albumin
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DCL Hb

“MOGLOBIN
CONCENTRATION OF PRBC'’s

20 GM/DL
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The Efficacy Trial of Disspirin Cress-Linked Hemoglobin (DCLHD) in the
Treatment of Severe Tranmatic Hemorrhagic Shock
by Raymond P, Bynoe, M.D.

Trauma is the leading cause of death in Americans between the ages of |
and 44 yeacs, and is surpassed only by cancer and atherosclercsis as A cause of
death in all age groups. Approximately 60 million injuries occar each year. and at
lease half of these people require medical care; of thesc 30 million injuries, 3.6
million rcquire hospitalization. Trauma is responsible for 145,000 deaths in the
USA each year, frequendy from shock that is refiactory to resuscitalion efforts. -

The Trauma Service of Richland Memorial Hospital is eacited t0 be able w
inform the medical community about the Service's participadon in a2 multi-
ccntered efficacy study about Diaspiria Cross Linked Hemoglobin (DCLHD).
DCLHD is a purified human hemoglobin solution that can be ulilized in the
treannent of severe trumatic hemomhagic shock This solution, unlike waditional
blood products, does not require cross-marching, and is thus immediately avaitabie
for infusion in the tranma resuscitrion. Blood thar hus been screened for HIV and
Hepatitis vituses is heated and fihared during the puswurization process to make
DCLHD.
DCLHD, in the preliminary studics, has beca shown to effectively transport
oxygen in vivo as demonstrated by a PS5O equal (o that of pure human red blood
cells. DCLHD has also bean shown to optimize vital argan blood flow, prevent
tissue hypoxia and [actic acidosis, and ultimately impcuve survival. DCLHD has
also been shiown © be effective in small volumes, and thus may improve perfusion
in the trauma patieat without the untoward effects of large volume crysulloid
infusions.

Patients can be eorolled in this efficacy trial if they demonstate sovere
shock with signs of hypoperfusion. Patents such as these have a projected
moriality rats of 40%. The primary purpose of thix study will be to determine
whether this Infusion can reduce 28 day morbidity and mortality followlag
traumatic hemarrhagic shock,

Approximataly twenty paticnts Wil be enrolled in the stady at RMH over a
12 mouth period, with at least 800 enrolled in 40 centers nationwide. For
additicaal infarmation on this very promising new solution. please coawct Dr.

. Raymond Bynoe, Dr. Richard Bell or Jry Hamm, RMH Trauma Coordinaor, at

44-6418.

e e — |

VOLUNTEERS NEEDED FOR CMS
PROGRAMS

Please sall the Soclety affios if you are willing ta take part {n say of these
Soclely profrwmns:
Mial-Ioternahip Frogram (aee P.14)

Manworing Progrum for USC Madical and Pre-Med Scudensa
Aati-Violenon Progrum for at risk schiool ehildren
Judge aatries for CMS awgrds at the SC Region 11 Sclence Fuir
For more information call CMS at TA5-1498
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June 30, 1997
Community Leader
Dear,

It is important to recognize that trauma, no matter the cause, has a very high mortality rate and is the leading
cause of death for people aged 1-44 years. Trauma is surpassed by only cancer and atherosclerosis as a leading
cause of death among all Americans. Approximately 60 million injuries occur each year. At least half of these
people require medical care and of the 30 million injured people, 3.6 million have to be hospitalized. Richland
Memorial Hospital evaluates over 14,000 patients involved in trauma in the Midlands of South Carolina each
year with approximately 1500 admissions.

Trauma is responsible for 145,000 deaths in the United States each year. A major portion of these deaths occur
within the first hour following the traumatic event. Many of these deaths are associated with the inability to
restore the blood pressure (shock). Despite recent medical and surgical advancements, treatment of life-
threatening shock from blood loss secondary to trauma is not always successful.

Trauma Services of Richland Memorial Hospital is excited to announce its participation in a Federal Drug
Administration (FDA) approved efficacy trial of Diaspirin Cross-Linked Hemoglobin ( DCLHV™) in the
treatment of severe traumatic hemorrhagic shock. DCLHb™, a Baxter Healthcare product, is a purified
hemoglobin solution made from human blood. The potential advantages of DCLHb™ are: 1) it does not have
to be matched to the patient's blood type, 2) it is immediately available for infusion in trauma patients, and 3)
it transports and unloads oxygen to the body's cells. The processing of this product effectively reduces the risk
of AIDS and other infectious diseases. Testing for carcinogencity for DCLHb™ was not necessary because it
is a biological formulation of natural blood protein. Blood, or its products, have never been implicated in
causing cancer.

Patients that will be included in the study are"trauma patients that have an extremely low blood pressure, (Class
I or IV Hemorrhagic Shock) secondary to car or motorcycle crashes, gunshot wounds, stabbings, assaults, or
falls. Exclusion criteria include age less than 18 years, pregnancy, or closed head injury. The study will help
determine the effectiveness of DCLHb™ in this trauma patient population. All trauma patients enrolled in the
study will receive, along with the study solution, all current standard or usual treatments for shock. This may
include intravenous solutions, blood and/or blood products, medications, or surgery.

Due to the scverity of their injuries, most patients will be unable to give informed consent to participate in this
valuable project. However, every effort will be made to obtain informed consent as soon as possible from either
the patient or next of kin. The next of kin or legal guardian may withdraw the patient from the study at any time.

This procedure follows the FDA's Exoepuon from Informed Consent Requirements for Emergency Research”,

#21 CFR 50.24.

Our participation along with 39 other hospitals will give the FDA the appropriate scientific data to evaluate the
cffectiveness of this new solution, DCLHb™. The study will be monitored by an independent safety group
which is not affliliated with Baxter Healthcare or Richland Memorial Hospital. Approximately twenty (20)
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trauma patients will be enrolled in this efficacy ‘study at Richland Memorial Hospital over a 12 month period,
with at least 850 patients enrolled at the 40 centers nationwide.

In light of an ongoing nationwide blood shortage, Trauma Services of Richland Memorial Hospital sincerely feel
that DCLHb™ will not only benefit patients enrolled in the study but will offer a significantly improved chance
of survival for many more trauma patients in the future. For additional information on this very promising new
solution, please contact Dr. Raymond Bynoe, Dr. John Stewart, or Jay Hamm, R.N. at 803-434.6418. In
addition, you are invited to attend a press conference on Tuesday July 8, 1997, in Dining Room B of Richland
Memorial Hospital, at 10:30 am.

Sincerely,

Raymond Bynoe, MD, FACS
Medical Director, Trauma Services

N. John Stewart, MD, FACEP
Medical Director, Emergency Medicine

Vince Ford
Vice President, Community Services
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The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin{(DCLHb) in the
Treatment of Severe Traumatic Hemorrhagic Shock

Trauma is the leading cause of death in Americans between the ages of 1 and
44 years and is surpassed only by cancer and artherosclererosis as a cause of death
in all age groups. Approximately 60 million injuries occur each year and at least half of
these people require medical care; of these 30 million injuries, 3.6 million require
hospitalization. Trauma is responsible for 145,000 deaths in the USA each year,
frequently from shock that is refractory to resuscitation efforts.

The Trauma Service of Richland Memorial Hospital is excited to be able to
inform the medical community about the Service's participation in a multi-centered
efficacy study about Diaspirin Cross Linked Hemoglobin (DCLHb). DCLHb is a purified
human hemoglobin solution that can be utilized in the treatment of severe traumatic
hemorrhagic shock. This solution, unlike traditional blood products, does not require
cross-matching and is thus immediately available for infusion in the trauma
resuscitation. Blood that has been screened for HIV and Hepatitis viruses is heated
and filtered during the pasteurization process to make DCLHb.

DCLHDb, in the preliminary studies, has been shown to effectively transport
oxygen in vivo as demonstrated by a P50 equal to that of pure human red blood cells.
DCLHb has also been shown to optimize vital organ blood flow, prevent tissue
hypoxia and lactic acidosis, and ultimately improve survival. DCLHb has also been
shown to be effective in small volumes, and thus may improve perfusion in the trauma
patient without the untoward effects of large volume crystalioid infusions. -

Patients can be enrolled in this efficacy trial if they demonstrate severe shock
with signs of hypoperfusion. Patients, such as these, have a projected mortality rate of
40%. The primary purpose of this study will be to determine whether this infusion can
reduce 28 day morbidity and mortality following traumatic hemorrhagic shock.

Approximately twenty patients will be enrolled in the study at RMH over a 12
month period, with at least 800 enrolled in 40 centers nationwide. For additional
information on this very promising new solution, please contact Dr. Raymond Bynoe,
Dr. Richard Bell or Jay Hamm, Trauma Coordinator, at 434-6418.
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Trauma Research Study

Research led by Dr. Raymond Bynoe, Dr. Richard Bell, Stan Fowler of
USC and Trauma Services. Expected to begin the end of July or
beginning of August.

RMH is one of 40 sites nationwide.

Research is using a derivative of human blood products. Will use with
patients who have traumatic blood loss and shock. Recipients will have
to meet strict criteria. There will be about 1-2 patients per month
who will receive the product.

The product will be given to these patients because they have a high
mortality rate, and this product may help them by increasing the body's
ability to deliver oxygen to it's cells.

Secondarily, another benefit may be the possibility that use of the
product can extend the community's blood supply.

We will be informing the community of the study through letters to
community leaders and special interest groups and through a press
conference either the end of June or beginning of July.

In other areas, there were a few community concerns about using an
"artificial" blood product. This is not an artificial product, it
contains human components. Jehovah witnesses can't receive it.

Another concern to be aware of is the consent process. As in any
trauma situation, consent to use the product will be sought from
family members, however, the trauma team will use whatever it can
to help a person survive. And, that may include use of this product.

For questions, call Dr. Bynoe's office at 6418.
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Questions and Answers :
Richland Memorial's Trauma Research Study

Why is this study being performed?

Seriously injured patients frequently arrive at the Trauma
Center in shock and suffering from significant blood loss. The
purpose of this study is to find out how well the new hemoglobin
solution works in treating or preventing the harmful effects of
blood loss due to severe injury, including shock, severe illness
or death. Approximately 850 patients will take part in this study
at 40 hospitals nationwide. Richland Memorial is the first
hospital in South Carolina to participate.

What is piaspirin Cross-Linked Hemoglobin (DCLED)?

Diaspirin Cross-Linked Hemoglobin is a purified hemoglobin,
the part of the blood that carries oxygen. It is made from red
blood cells donated by healthy volunteers that have been tested
and found negative for the viruses that cause hepatitis and AIDS.
In addition, DCLHb solution goes through a specialized filtration
and pasteurization process to significantly reduce the risk of
hepatitis and AIDS. Because the product can be stored in the
Emergency Department, it can be given immediately after a
patient's arrival, saving critical moments in stabilizing a
trauma patient.

How is the study conducted?

The study is randomized, meaning half the participants will
receive the solution and half will receive saline solution.
Neither the patient nor the doctor will know which solution the
patient will be given.-This treatment will be given in addition
to standard therapies, not in place of. The trial is authorized
by the U.S. Food and Drug Administration (FDA), and will be
monitored by an independent data monitoring committee.

Does this replace blood transfusions in the critically injured
trauma patient?

No. DCLHb is administered in addition to transfusions that
may be needed to treat a patient. Since this product is made from
human blood cells, it would not be suitable in treating patients
whose religious beliefs forbid blood transfusions. Patients in
this study will receive all standard therapies, including blood
products, fluids, medications and surgery.

Who will be chosen to participate in this study?

Approximately 20 patients will participate in the study.
There is strict medical criteria that the physicians will follow
to ensure a patient may participate. Part of the inclusion
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criteria includes being 18 years of age or older, evidence of
hemorrhage and low blood pressure.

How will a patient know if he or she is receiving the treatment?

Informed consent will be sought from patients if they are
conscious and able to make a decision, and/or by family members
who will be contacted. Every attempt will be made to obtain
consent from the patients, their families or legal
representatives before the treatment is given. As with any trauma
situation, when a patient is in critical need of immediate
attention, the physician will do what is necessary to help the
patient survive.

The Food and Drug Administration (FDA), in cooperation with
the National Institutes of Health (NIH), issued regulations that
allow for certain emergency research to be conducted with an
exception from informed consent in rare circumstances when the
patient cannot provide consent and the nature of the patient's
medical condition requires immediate attention. This study will
fit into that criteria. These regulations allow for the
advancement of vital emergency research with careful attention to
the grotection of the rights and welfare of the patients who are
enrolled in the study. The FDA and NIH expect that the studies
conducted under these rules will allow patients in certain
life-threatening situations, who are unable to give informed
consent because of their condition, the chance to receive
potentially life-saving treatments.

What are the risks and side effects of the treatment?

The product has been extensively studied in randomized
trials involving more than 700 patients over a four-year period
to evaluate its side effects. Of the approximately 350 patients
who have received the treatment, a few temporary side .effects
were noted, including: temporary and harmless yellowing of the
skin, temporary reddening of urine due to the red color of the
product, nausea, and back, abdominal and muscle pain. _

Who should I contact if I have questions?
If at any time you have questions about the research study,
call Dr. Raymond Bynoe, Dr. John Stewart or Jay Hamm of Trauma

~ Services at 434-6418.
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FOR MORE INFORMATION
CONTACT JO HALMES

OR TAMMIE EPPS

PUBLIC RELATIONS, 434-6891

FOR IMMEDIATE RELEASE
June 26, 1997

w .  fo- savi
Hﬁ_L_QQLﬁn&1%l%x_%%ﬁgisa_1nthfeanggnaig_hz_ﬁgsngd

COLUMBIA, S.C. -- Richland Memorial Hospital is one of
40 hosp?tals nationwide that will begin using a potentially
life-saving treatment for patients with severe traumatic
injury. The treatment will be available for use beginning in
August for patients with severe blood loss secondary to
traumatic injuries.

The treatment being researched, Diaspirin Cross-Linked
Hemoglobin (DCLHb), is made from human red blood cells.

"We hope the use of this product as a supplement to our
life-saving procedures will improve patient outcomes, ' says
Dr. Raymond Bymnoe, medical director of Trauma Serviceg éﬁd
principal investigator of the study. "Despite our best
efforts, about 40 percent of trauma patients with extremely
low blood pressures, secondary to bleeding problems, die.
Large amounts of blood loss can result in lack of oxygen to
vital tissues, which can lead to multiple organ failure
several days or weeks after the initial trauma.

"DCLHb may increase blood flow and oxygen to vital
organs. It also may help us stabilize a patient with severe

blood loss."
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The DCLHb solution goes through a specialized’
filtration process to remove hemoglobin, the oxygen-carrying
component of the blood. The product is then pasteurized to
significantly reduce the risk of viral transmission. Trauma
patients must meet strict criteria before being given the
new product.

Trauma Services at Richland Memorial treats about 1,500
patients per year. Approximately 20 trauma patients will be
eligible to receive the new product in the next 12 months
through the study.

"Due to the severity of their injuries, most of these
patients will be unable to give informed consent to
participate in this valuable project," Bynoe says. "However,
every effort will be made to obtain informed consent as soon
as possible from either the patient or next of kin. The next
of kin or legal guardian may withdraw the patient from the
study at any time. This procedure follows the FDA's
'exception from informed consent requirement for emergency
research.*'"

Bynoe is joined in his research by Dr. N. John Stewart,
director of Emergency Services and co-investigator.

"While we are excited about the possibility of this
research increasing the survivability of trauma patients, we
also are excited about it possibly extending the community's
blood supply," Stewart says. "This could help extend our

resources nationwide."
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If community members are interested in more information

about the research project, they may call Trauma Services at
434-6418.

g -
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BLOOD

FROM PAGE B1

Patients chosen for the test
must be at least age 18, have evi-
dence of hemorrhage and low
blood pressure, no evidence of
pregnancy and no head injury.
They will be observed for at least
28 days after the procedure.

Risks are believed to be small,
although the FDA has some con-
cerns about the substitute causing
hypertension or altered blood flow.
Previous trials have produced a
few temporary side effects such as
yellowing of the skin, reddening of
the urine, nausea or pain in the
back, abdomen or muscles.

All liability from potential risk is
being assumed by Baxter, Bynoe
said. Richland is one of 40 hospi-
tals nationwide and the only one in
South Carolina participating in the
tests, which are to begin in August.
Bynoe's partner in the research is
Dr. John Stewart, director of Emer-
gency Services at Richland.

About 40 percent of the patients
nationwide, or 140,000 to 1€0,000
people, who enter emergency
rooms after severe trauma ulti-
mately die, Bynoe said. If that
number can be reduced by 10 per-
cent by using the blood substitute,
a significant number of lives will
be saved, he said. The search for a
substitute for blood goes back to
the 17th century, with researchers
trying animal blood and wine.

Levona Page can be reached at
771-8512 or by fax at 771-8430.

——
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SHARING RESEARCH ON ALTERNATIVE NON-BLOOD MEDICAL MANAGEMENT
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II. Our Position on Medical Treatment-(3 min)
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A. Informed Choice - Not "Right to Die"

A.. Conscience of Doctor/Patient
B. Options for Doctor/Patient

C. Protocol

IV. Acceptable Alternatives to Blood Transfusion (10 min)
A. Nonblood solutions
B. What about blood storage, fractions, serums, autotransfusion?

V. How we Are Set up Internally to Look After Needs of Witnesses
1) Hospital Information Services

2) Hospital Liaison Committee
3) Visitation groups . .
4) Ongoing education -
V1. A Sensitive Matter: Treatment of Children~(7 min)
A. Parental responsibility
B. Legal issues
C. Doctor's options

VII. Conclusion-(1 min)

VIII. Questions and Answer Session-(15 min)
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Second Town Meeting at Schukyll Falls Library

Dr. Sokil is here to be able to answer any questions that you may
have about the institutional commitment to the protection of people
that are involved 1in research studies at our institution in

particular.

My name is Thom Santora and I am one of the trauma surgeons over at
AUH/MCP. Vince Cole is one of my associates in the Department of
Anesthesiology. We are coming to you today to discuss an
opportunity that we have to help the patients that we see on a
daily basis. As a trauma surgeon I am called down to the Emergency
Room very frequently, just about every night that I am on call, to
try and evaluate and put back together people that have been
severely injured. For example, not long ago an individual from
this community was walking along the railroad tracks down here and
had his walkman on and did not here the train coming and was struck
by the train. This fellow came into the Emergency Center, as you
can imagine, he lost that battle and was pretty badly injured.
When he came in his blood pressure was low and he had evidence of
bleeding into his belly cavity. He would have been a candidate for
this study. Fortunately for him we were able to get him to the
operating room and get him patched up, but that gentleman spent
about 3-1/2 weeks in the hospital and required two operations to
get that done. We had another child not long ago that was involved
in a motor vehicle crash on Roosevelt Parkway:; A minor fender

bender got out of the car and in fact was truck by another vehicle
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and dragged 100 yards down the road. This child was brought in to
the Emergency Room with barely a pulse. We were able to get her
pulse back and take her to the operating room where she had
extensive intra-belly injuries and a badly broken'-pelvis and
despite our best efforts, this 17-year old girl died on Christmas
Eve. These are the tragedies that Dr. Cole and I see on a daily
basis and this is just a couple of examples of what could be said
of 140,000 Americans every year that dies as a result of injuries.
It happens to young people, old people, people of all race,
religion, creed, you name it. A vast majority of these folks are
in the prime of their life and, in fact, trauma is the leading
cause of death for persons under the age of 44. So this is a
cataclysmic problem and right now when patients come to our
Emergency Centers and their blood pressure is low from bleeding 40%
of those people die despite our best efforts. 4 in 10 patients
despite Dr. Cole filling up the tank and me trying to get control
of the bleeding they die. That is unacceptable to us as people who
see this on a daily basis and I would hope to think that this is
unacceptable to the community as well. That is what we are;heie to
talk about; is the opportunity to change some ofithose numbers. We
were invited to participate in a research study of a blood
substitute that has been shown to have promise to improve blood
pressure and improve oxygen supply to injured patients. Oxygen is
our most important nutrient that keeps ourselves alive and we have
been taught through medical school that injured patients have 60
minutes, which is called the Golden Hour, after'Lﬁéy are injured by

which if we could fix the blood flow to vital organs we have a
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fighting chance to get a patient through even severe injuries. The
hope is that with this research study we will use this blood
substitute in addition to the standard treatment that we use today
that is the same in every trauma center across the codﬁtry, but we
want to look at this medicine that will be given shortly after a
patient arrives in addition to the standard treatment to see if
this medicine can improve the blood supply during that Golden Hour
so that we can potentially get more people to survive. Just as I
was talking to a man in the back, this medicine is not expected to
be the same results as we saw in the 1940's with Penicillin. When
Penicillin first came out we gave it and peoples infections were
cured. We do not expect that with this medicine. There are going
to people that are going to get this medicine and they are going to
die anyway because there injuries are too severe but what we are
hoping is that it will reduce the number of people that die by 25%.
Say instead of 40% mortality in the standard treatment we expect to
see about 30% mortality in the patients that get standard treatment
and this blood substitute. That may not sound like a whole lot
but, in fact, if we talk about 140,000 RAmericans and we caﬁiréduce
the mortality from 40% to 30% we may be looking at saving upwards
about 35,000 Americans every year and one of those people may be
God forbid somebody that is near and dear to our hearts. That is
really what we are trying to do is to service the community. We as
medical people that see this side of our community activity see
this as a huge problem. It is killing our young people. Is this
the fixed of the probleﬁ that we see on a dailyfbgsis, absolutely

not. We need to take the guns out of the hands of kids, we need to
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take the bottles and the drinking out of the people behind the
wheel, that is going to fix those problems but until we do we as
people that take care of injured folks need to have better tools to

take care of these folks.
Another person:

To explain a little bit more about ??? is that the reason we are
here is that this blood substitute product called ??? is a
substance that has been produced by a company called Baxter Health
Care Corporation. This blood substitute has already gone through
some experimental research with animals and has also had some human
exposure as well although it has not had the kind of exposure in
the patient population that we are trying to familiarize you with.
What has happened thus far with this research is that the
government has sanctioned us to begin trials with this research.
If we can communicate with the community to allow them to
participate with a voice and feedback information knowing what we
are doing and giving us some feedback as to what they feel ahd what
they think about this process, about the research, about the
possibilities of being affected by what we are doing. This blood
substitute product again is priméry purpose is to carry oxygen to
the vital organs so that the cells receive the nutrients from the
workup of this blood substitute may perhaps a better chance of
surviving the critical period in which the person is literally
fighting for their lives. The government has';@lowed us to use

this without having to get consent from the individual because of
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the circumstances under which most of these patients come to the
hospital. Most often the patient comes to the hospital and may not
be accompanied by loved ones or may not be accompanied by someone
that is in the position to give consent to us caie for the
individual and quite obviously the individual themselves are not in
the position to give their consents. In the event that someone is
with the individual that is in the position to give consent, we
would follow the normal protocol that follows in any situation
This being a husband, wife, child, etc. ??? Tape gets lower and I

cannot here what he is saying.
Question: ??

Thom: Every case. Right, but the problem we aré faced with is
that trauma is unpredictable. We could walk out that door and get
hit by a car and unfortunately that happens all to frequently and
then the patient is brought to the Emergency Room with 1life
threatening situations and there is no one accompanying _that
patient. However, we will inquire whether or not there is some
there, we will look through their pockets to find out who this
individual is and try and contacE a love one as we do now to let
them know what the situation is and under those circumstances ask

if they would participate in this research trial.

Question: ?°?
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Thom: At this point in time the federal government in this three
year process has put a moratorium essentially on doing research of
any kind in the face of emergent circumstances because when people
come in either with heart attack, Dr. Sokil’s other haﬁ is that he
is a heart doctor, and when people come in having a heart attack
there are certain things that have been put on hold because that
patient really can’t give an informed consent because they are too
concerned about dying. So in a situation very analogous to the
patients that we take care of under these circumstances. So in
three years the federal government working with scientists,
ethicists, lay people have developed guidelines that just went into
effect November 1, 1996 that stipulates that if you have a life
threatening situation and you have a study treatment whether that
means some medicine, a blood substitute, some kind of operation
that has shown more benefit then risk and that there is no other
way to do the research trial and that the federal government has
looked at the exact plans for the research and have found those to
be acceptable and the group that Dr. Sokil heads at the individual
hospitals has gone through the same process in looking at’ the
protocol the exact steps that the researcher will do if those two
groups are found appropriate then a patient can be enrolled with'an
exception to informed consent. The additional safeguards for the
subjects because the individuals often times won’t be able to give
consent because they are not thinking clearly because their blood
~ pressure is low is to évout into the community.as we are doing now
and to try and reach the people that potentialiy‘may be subjects

for this research, God forbid anyone in this community, but the

Tty
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point of the matter is trauma is completely unpredictable and if
the community is aware of what we are doing and they have the
opportunity to come to us, hear more information, voice opinions
and concerns and essentially the sense that we get and Dr. Sokil’s
main purpose here today is to get some feedback from you as a
group. If you see this is beneficial and you see the problem as
life threatening then we would proceed. Now if the community said
I do not see this as a problem meaning that it is okay that 40% of
people that come in like this die, I do not see that as realistic,
but if that is not perceived as a problem or just for whatever
reason don’'t like the idea of the research or you don’t like the
idea of having individual patients rights taken away then we are
not going to proceed. Let me speak about the rights of the
individual. I for one will always seek love ones to tell me what
to do and help make decisions. That makes me feel better. I know
what I would do for an individual if I had the only say in thing
but what I am saying does not matter for the individual patient.
That patient is the primary decision maker and, when that patient
cannot speak for him or her self, and it is the family thaﬁ knows
that individual best they should be able to speak for them and that
is how we do business. However, I also believe that the most
sacred ?? is life itself and thé way I see this is that 40% of
these people that come in that fits this bill are going to die. So
they lose that right to life and with this product I might be able
to save some of those people. That is the right that I think gives
us the right to proceed with this exception fof'informed consent

but we have to do it properly.
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Question: 2?27

Thom: First of all the study is not continuing it is just being
started. The way that the federal government and'fhe FDA in
particular oversees a drug development it has to show ﬁhat the drug
is first off is safe and it gets to that point only after it has
been shown to be effective in laboratory animals. So if the drug
is not effective in laboratory animals then there is no reason to
test it in humans because why would anybody regardless of how safe
it is want to use something that is ineffective. Animal laboratory
studies are important because what efficacy it is shown to various
treatments are often times equivocal to the human. So that if we
were develop a model where animals have bled given this material
which has been done it has shown that the animals that received
this medication lived whereas the other animals that do not get the
medication died. There is a difference between those two groups.
So there is demonstrated improvement ?? terms of life in animal
studies. So that information is fed through federal government and
says that this drug looks promising therefore lets start tesfiﬂg it
in humans. The first part of that testing process goes through a
?? base process where the first two phases are to look to see how
the drug is handled by the ??? ?? and then once it has been shown
you know how the drug gets eliminated from the body and those sorts
of issues the next question is, is it safe at increasing doses.
Safe in terms of does it cause damage to the lungs, ??? and those
tests have been done iﬁ humans and the drug is 'shown to be safe.

Now the last phase for federal FDA approval ??? shown in those
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patients. Its efficacy has been shown to be basically reducing the
amount of blood that was necessary in heart patients undergoing
heart bypass surgery. It has not been tested in the population of
trauma patients to look to see if it would improve théir outcome.
That is the study that we are about to undertake. I think that it
is going to be beneficial because it does the things during that
"Golden Hour" that we need to accomplish and that is to improve
blood supply by carrying the oxygen to vital organs so that we have
a fighting chance. Could it cause problems? Sure it could as it
increases the blood pressure which this medicine does very shortly
after giving it the blood pressure goes up so as the blood pressure
goes up we may find that the bleeding increases that has not been
shown in the case in animals studies but it might be in the human
study that is why ?? those results in animals may not be the same

in humans.
Question: 7?27

Thom: High blood pressure, no, there is a couple others chat_are
fairly common ?? one is that ?? discolor the skin in transient
meaning that the medicine that lives in the skin for a period of up
till five days and ????? eliminate through the body and as such
tends to turn the skin a yellow color. You might appear to be
jaundice ?? Jaundice will leave you ??? medicalk doctors ?? usually
means that there is a problem with the liver and the patients that
have gotten this medicaﬁion and there skin has turned yellow there

liver can actually ???. What has been found is that the medicine
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itself is in your skin and with a light shining on it it turns
yellow like babies that have high bilirubin levels shortly after
their born. It is the same sort of thing. The other common side
effect is ??7??? and some of it ????. Now other side effects that
I do not think we will see in our population because.our patients
are so sick they won’t be able to complain. Often times ????
but bloating, gas pains, ???. Again, I don’t think that 2?27
Now the blood pressure effect can be conceived as an adverse side

effect 2?77 : where our patients come in with low blood

where it started from. So if someone starts off low and then goes

up to normal ??2??
Question: ??

Thom: Well again that is the possibility if you start off with ???

It is an enhancement. It is just a substitute for blood ???7????

Tape is too low to hear!! S
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Community Meeting
Pickett Middle School
Thursday, April 17, 1997

Question (female): You said that you use a blood supply from the red cross which is normally
discarded after 42 days because if you use that blood after the 42 days there will be adverse
affects. So they take it and with a few modifications now it becomes a blood substitute. Do we
know if any if there is any adverse effects from the blood substitute? I mean has this been done
before? Do we have results somewhere that say this actually helps or doesn’t help or have some

side effects?

Answer (TAS): Yes. The way this medication, any medication gets approved by the Food and
Drug Administration is a very regimented step wise process. First of all, the medication, our
blood substitute in this case, is tested in laboratory animals because they want to see if the drug
has potential beneficial effects. In study animals this medication in fact does have a better
outcome in animals that were bleed to the point where their blood pressure was quite low. They

compared this blood substitute to blood and to other standard ways of trying to increase the

blood pressure; salt water solutions, albumin, those sorts of things. The animals thiat received
the blood substitute did significantly better than the animals that received the other treatments.
So in laboratory animals, there is no doubt that this medication, this blood substitute has benefit
at improving survival from bleeding. Now what the FDA then had to see was, is this medicine,

this blood substitute, safe? In other words, if you give it to people will they have problems.

Pickett Middle School - 4/17/97
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some gas pains after you administer the medicine that are transient. But our patient population
will be so sick from their bleeding, they will have a breathing tube in place, be under anesthesia,
most likely they won’t have these complaints or those problems. So those are the adverse affects

that are seen.

Question (same female): Since patients normally have high blood pressure or kidney problems

will they be candidates for this? How would you not know that?

Answer (TAS): Well, no we don’t know that. The only thing we’ll know about these patients
most of the time is that they’ve been injured and when they come to us they have a low blood
pressure and evidence of bleeding and, in fact, the person that comes that has high blood
pressure under normal circumstances that now presents with a very low blood pressure are at
even higher risk of having a bad outcome because their organs, like their kidney, needs to see
a higher blood pressure to function. Their organs have become used to seeing a higher blood
pressure. So it is crucial especially in those people to get the blood pressure up as fast as you

can.

VC: In those situations where people come in as trauma victims preexisting diseases, be it high
blood pressure, diabetes, or whatever, all of that takes a back seat to the immediate needs of
trauma patients, so we're not worried about treating somebody’s high blood pressure. At that

point in time your priority is trying to provide cellular nutrients, primarily oxygen, by getting

Pickett Middle School - 4/17/97
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as much material that carries those products into the body faster than it is coming out of the

body.

Question (female): Can you tell us how long this mSearch study on this medicine, I'm calling
it now, has been and if we can find out what other ingredients are in this medicine. I mean we
first started talking about a blood substitute and now we are calling it an actual medicine. So
I want to know some substance other than, you know the hemoglobin being re-oxygenated is

what I thought I heard but, I mean medicines are made up of more stuff.

Answer (VC): We sometimes interchangeably call it a blood substitute or a medicine and its
because its a little bit of both. What it actually is what Dr. Santora already said. Everyone’s
blood has hemoglobin. Hemoglobin is one part of the red blood cell but it is the prime part that
is responsible for carrying the oxygen to the tissue. E\-lcry time you breath in oxygen gets into
the lungs and into the blood system then the red blood cells carry it to the different tissues
attached to hemoglobin. So what they’ve done is stripped away the red blood cell and taken the
hemoglobin, packaged it so that we can get hemoglobin alone without the other components of
blood; what it does is it essentially just buys us time. It doesn’t eliminate the fact that \_we still
use blood in conjunction with all the other things. We haven’t made that clear, and I want to
make that clear, this is just another tool in what we’ll be using in trying to save someone'’s live
during the resuscitation process. We will still give blood. You will still get red blood cells, and

platelets, and fresh frozen plasma, and saline salt water, and putting in a breathing tube, and

Pickett Middle School - 4/17/97
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getting you to the operating room. Everything continues, in the same manner. The only thing
that we plan to do differently in the study is that when you come into the emergency center and
you fit the criteria meaning, your blood pressure is lower than 90, your pulse rate is higher than
120, or your heart rate is in what we call a preterminal rhythm, that it appears that if we don’t
correct things soon the heart is going to stop functioning properly, then you will be selected to
either receive the blood substitute or receive saline. Over time we’ll look to see if there is a
difference in the two groups of people. If the people that got the blood substitute do better than
the people that got the saline. But the substance itself is a blood substitute, not a drug. It’s not

so important what we call it as long as we understand what it is.

Question (female): I understand it is not important what we call it, I'm interested in what it is.

What is in it. What is made of. That's my interest.
Answer (TAS): Yes. It's just hemoglobin. That’s all it is.
Response (same female): Do you have any written material that we can have.

Answer (TAS): Sure we do. This blood substitute has been studied for 10 years. Okay? It
has been used in patients over the last four yeérs and again it’s been going through that step
wise process of being evaluated. The way drugs are studied is again, you try to make certain

that the drug is safe. Okay? This is one of the first trials to see if this medicine or blood

Pickett Middle School - 4/17/97
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substitute has made an improvement in outcome. We have demonstrated it has been used in

over 350 people to show that it is safe.

Response (same female): Do you know where that was done at?

Answer (TAS): It has been all over - in Chicago, in Boston, in Hartfield.

Question: If this drug has already been given to patients then why do you need to do this study,

and how many of those people are now dead?

Answer (TAS): All of them are still alive. The study drug, in this case is a blood substitute,
still needs more investigation. The phase that all medicines go through to be approved by the
food and drug administration is that they go through this phase to figure our if they are safe
first. Okay? And then they go through another phase to see if they have a beneficial outcome
difference. In other words if I give, God forbid, you this medicine and I don’t give it to the
gentleman sitting across the hall and you have the same degree of injury in bleeding- will you
have a better chance of living than will he? When everything else is equal, in other—iwm:ds, we
are going to do the same operations, the same amount of fluid and blood and everything else that
we normally do today, the only difference is that we are going to give some people shortly after
they arrive to the hospital a small volume of this blood substitute in addition to all of their

standard treatment and the other group is going to get an equal volume of salt water and all the
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standard stuff that we do.
Question: How will you know if the blood substitute is causing problems?

Answer (TAS): Part of the care that we provide to people after injuries includes tests or various
laboratory studies that allow us to look at the damage to liver or damage to muscle or damage
to the kidney and that’s part of the process of caring for the patient, and in particular when you
have a research trial. We want to make certain that there is not any adverse reactions in this
population of patients, so we will be looking at those things. One of the things that the federal
government wants us to do, if we are going to use this exception to informed consent, is to
report to a special panel, a safety panel of people that are not involved with the study at all that
are going to see the data, the results of the study as people go through the study and if they find
that there is an unexpected high adverse affect rate they’re going to shut the study down because
they don’t want to take that chance that we might have an unexpected outcome that could be
negative in this patient population. On the same token, when we forward that information to
the safety board if it is overwhelmingly positive, then they will stop the study and say you don’t
need to look and deprive half of the study population of not getting this medicine, geczi-use the
people that have received it so far have done so much better than the people that haven’t is that

this drug is obviously good under these circumstances and then the FDA will say we approve

this drug, use it on everybody in this circumstance.
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Question (male): Who do you expect will be the main people involved in this study?

Answer (TAS): It’s to help anybody who comes into our emergency room that has low blood

pressure from bleeding. It doesn’t matter what race, creed, or age.

Response: Well I've been to MCP’s ER and I saw black patients not getting the same treatment

as other patients.

Answer (TAS): Well I'm telling you that, I'm standing here today and I will refute that with

you as long as you want to have that refuted.

V.C.. I support what Dr. Santora says, but I think we are getting away from the main issue.

Response: Well I think how we're treated is the issue.

V.C. - Let me say this is one of the reasons that I have a personal interest in this smdﬁr. Do you
know what the number one cause of death in young black men between the ages of 18 and 35

is.

Response: Yes, trauma. Now let me ask you who else is in this study?

Pickett Middle School - 4/17/97



000-000123

V.C. - This trial includes 35 centers across the county. Some of the hospitals that have already
started the trial are Allentown Hospital, Washington Hospital. Hospitals that are inner city as
well as hospitals that are in the suburbs.

Question: Do you have data in writing

V.C. - Everything that we are saying here is documented in prior research articles. Everything

we’re saying here is documented.

Response: How come we haven’t heard about any of the other studies?

TAS - The allentown study has been in the Inquirer. It was in the Inquirer about a month ago.

Question: Could I go to your hospital and get any of this information. I would really like to

have it so I can read it before the study starts.

TAS - Sure. We have some background information.

Question (female): I was surprised that you didn’t bring something for people to see. You are
taking community opinion about this. How and when will you determine what the éommunity

decided. From this group of folks here tonight? What?

Pickert Middle School - 4/17/97
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Answer (TAS): You are a representative of our community.
Question (same female): Is this a one time shot presentation?

Answer (TAS): We have made ourselves available to the community that we serve. This area
is only one part. There has been three separate meetings that we discussed this research trial
at and we have had a radio show. We have had a newspaper article and the issue of reaching

out to the community, I will tell you is a new phenomenon. Okay?

Question (female): So how when will you make your determination yes or no? I need to know
that. Without anything I can look at in terms of these 350 people, sure they may be alive but
what is the quality of their life. People want to live, but they want to have a good quality of
life. So for me, I need to know that because there is a lot of things vivid in my mind regarding
African Americans and medical care and research and all of that and it has not been our favor.
Frankly, I feel. I need to see something. For me to sit hear and listen to you tonight and say
oh this wonderful to save people’s lives I wouldn’t want that for my family or anyone else’s

family in this community that I work in and serve in and live in.
Question (female): Now you say this is a blood substitute?

Answer (TAS): This is a blood substitute. Yes.

Pickett Middle School - 4/17/97
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Question (female): From what I understand the reason why you are out here is to get our
response. So if somebody comes into the hospital as a trauma and then gets it will be because

of our approval?

Answer (TAS): That is somewhat what we want to do. We certainly want the increased
awareness. This is a multi-fold process. We are out here. If we heard absolutely negative
things from you saying we wouldn’t want to be involved in any kind of research I don’t care
what if, ands, or butts about it, we wouldn’t want to be involved. We would take that back and
we would discuss that, but the important issue if nothing else happens is the education that is
going to occur tonight. I don’t know how many of you have thought about just how grave this

problem is for our community.

Question (female): From what I understand this particular medicine ?7? is not going to do ??
NY

Can’t hear.

Question: One you said something about they wanted to test it on people to see whether or not
there is any adverse affect, I thought the procedure was to do research on animals to see what

side effects then if there weren’t then you’d test it on people.

TAS: That’s been done.

Picken Middle School - 4/17/97
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VC: Animals trials have already been done as well.
Question: Isn't this a trial area here.

VC: This is just a different patient population. Human trials already been done on stroke
victims, and patients undergoing cardiac bypass surgery. This is now trials on people who are

severely traumatized with bleeding injuries.

Question: So that 350 is that the total number of people in the research or was that 350 out of

another number,

VC: That’s 350 people that have already received the blood substitute. This trial that were
undergoing will hopefully comprise a total of 850 across the 35 centers in the country that are
participating in evaluating this substitute on trauma victims, so this is a different patient
population.

Question: How long are you going to follow these 350 people? How long are yéu going to

follow them to see if there are any side effects.

Answer (TAS): The blood substitute lasts in the body about 48 hours. Okay, the various trials

have looked at them for months but once the medicine is out of the body it doesn’t have any
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lasting effects. All the effects of this blood substitute are transient ir. nature. In other words,

they come very rapidly and then they go away as the medication is eliminated from the body.

Question: You mentioned something about the panel. The panel is only going to be made up

of medical professionals or are you going to allow the community to partake on the board.

Answer (TAS): Well there is actually a number of panels and Ms. Denega and Ms. Schieffield
sit on our what we call the Committee for the Protection of Human Subjects. Any hospital that
does research has to have a panel of people that are comprised of investigators, legal people,
representatives from the community that will review each and every study protocol. In other
words, the investigator, our plan to look at this study medicine has been reviewed by this panel
of people at our hospital. In addition, this plan has been reviewed by the federal government
and both of those panels in every one of the 35 centers that will enroll patients in this trials will
have a similar panel at their hospital and will have to review the plans and demonstrate to
themselves that this medicine or blood substitute is more safe than it is risky and more

importantly, that it has the potential to be beneficial to the people in this circumstance. _

Question: What country are the patients from that already received the blood substitute?

Answer (TAS): United States

Pickett Middie School - 4/17/97
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Question: Does the hospital purchase the drug or does the drug company donate it.

Answer (TAS): The drug company provides the blood substitute.

Question: So they are giving you the drug?

Answer (TAS): That’s right.

Question: What drug company is that?

Answer (TAS): Baxter Healthcare

Question: I just have a question - this will only be used in the trauma center? Correct?
Someone going there for routine surgery that might need blood on hand during surgery will not
have to decide on this substitute.

Answer (TAS): At this point, No. Only people who come in severely injured.

Question: Okay, now who decides who gets it and who doesn’t? I mean if your researching

you need something to compare it to. All things being 'cqual if two people come in with multiple

trauma or whatever, somebody gets saline and somebody gets the blood substitute - who makes

Pickett Middle School - 4/17/97
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that call?

Answer (TAS): There will be a box or a shelf that will have a series of sequeqtially numbered
envelopes and as soon as the patient comes in an they have injury with low blood pressure and
evidence of bleeding then that patient regardless of their color, regardless of their gender,
regardless of their age, will be enrolled in this trial. And what that enroliment will entail is that
the individual will go to that drawer and pull out the next envelope what ever is on that selection

will be the choice made for that patient.

Question: When they come in they may be coherent, but they may not been to one of these
neighborhood meetings, but they don't know they are getting a substitute. When you say you
need blood they may give their consent without necessarily knowing that they’re getting a blood
substitute. So even you know with the exception to informed consent and informed consent to
be very close and even if someone comes in knowledgeable about this and want this and they

get an envelop that says saline. They have to get saline?

Answer (TAS): That’s correct.

Question: How do you spell your name?

* Answer (TAS): S.A.N.T.O.R.A.

Pickett Middle School - 4/17/97
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Question: Qut of all the people that has been exposed to this study so far do you know the

racial breakdown?

Answer (TAS): No I don’t.
Question: At all?

Answer (TAS): No

Question: And you said that this information in terms of the study is available? Can you tell

me how I can obtain that information?

Answer (TAS): The study that we are proposing to you today? I can send it to you.
Question: 'What hospital do you work for?

Answer (TAS): Allegheny, MCP.

Question: We need to see things. For me, I need to see things and I know a lot of these people

here, members of the team, and we need to see things because if you are going to treat someone

who is unconscious based on our decisions whether you want to go with this or not, well, that’s
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a responsibility. My other interest is this drug company who is making this drug and giving it

to you, why? What is their interest?

Answer (TAS): The interest is obviously companies want to develop medicines that ultimately

if they prove beneficial they can make money from. I mean that’s reality.

VC: This study isn’t any much different than every drug that has been developed - that goes
to developmental trials. Where it goes to different phases of research until that drug proves

itself to be beneficial regarding health care.
Response (female): But they never come into the community and say do you want this or not?

VC: No. It is because this particular protocol has the stipulation of community disclosure and
that is why we are here. The point is if the FDA did not say that with this protocol you need
community disclosure then we would be doing it the way most research is done. That is you
come to the hospital and you are asked if you would like to participate in a trial (_:_alle_d this
particular drug. Sometimes trials are done in fact, one gentlemen asked about wh;t cc;untry.
In fact, some drug companies, because it is easier to do human studies over seas in countries
that have less stringent regulations. But at the same time, when people find out about some

drugs that are being used in other countries and not being used here, people may get upset

because that drug is not available. There are complaints that the FDA drags its feet and takes
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too long to approve a drug and people may be dying from lack of receiving this drug. So the
FDA sometimes gets stuck between a rock and a hard place. Sometimes they say we too siow
with approving drugs and then sometime people say well it needs more research and we should
take longer to study. What we are trying to say is - we're not trying to say that this drug is on
the level of penicillin or anything that is going to revolutionize medicine, every victim that come
in the hospital resulting from trauma life is going to be saved, that focus is not here. What we
expect and what we hope to project is that we may be able to improve c;ur care to these people.
40% of people who come in with sever trauma die. We hope to try to decrease from 40% to
30%, which means a 25% decrease in the amount of people that die. And again, this is just one
more tool at an attempt to try and save people's lives. Again we don’t propose this is going to
be again a miracle drug. This is just one attempt to try and identify if in fact this drug will be
helpful. We came here very expectant that there would be a lot of sensitivity to issues that this
protocol is going to be something that maybe tested on blacks or indigent population alone,
people who don’t have as much of a voice to say aye or nay. This protocol is not concentrated
on inner-City or suburbs and it is hopefully evenly distributed.

Doreen D: [ think the important thing to do is to let you know that this type of research -would
not be done. The government thought that this type of research was so Mpo@t that they
created an exception. This is a just a new exception to the law that would allow researchers to
come into the community, talk with the comr."nunity and say will you give exception to the
informed consent so we can try this important research. Again, nothing with age, sex, women

have been told that they been discriminated against in research. It has nothing to do with it.
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The government thought that the trauma research was so important that they wanted to carry out

trauma research so that they would create an exception to the law.

Question: What I can see. Let me ask you this. How long ago has it been the 350 people in
the study. Has been it long enough to see any long term side effects? Has it been a year? Two
years? A month?

Answer (TAS): It has been over the last four years that those people have been

Question: Were they all given it at one time or a few over the four years?

Answer (TAS): past the four years.

Question (can’t hear):

Answer (TAS): I think what I am hearing is a lot of skepticism and we expected that and you
have every right to be skeptical. But I'll tell you if we or others that follow us can’t do these

types of research because people have skepticism because of track records.

Response: You don’t think that we have reason to be skeptic?
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TAS - Absolutely. There is no doubt about that. But the reality of life and we know this is that

people in our community are dying left and right.

Response: I understand that.

TAS: And if the skepticism that you have will keep you from having an open mind about
potentially beneficial therapies then unfortunately that’s how it’s going to be cause we’re not

going to have the tools to be able to change the outcome.

Response: But see I don’t want to be one who you come back to latter on after 300 or 400
people have come up with something with really weird or their children have birth defects and
say you are people in the community that wanted this. It just strikes me really odd, and this is
my own personal opinion that the decision lies with the community - you know that’s my own
feclings about it and I need to express that. Yeah because I don't want to have that
responsibility, whether its my child or not. For someone who couldn’t make that decision on
their own for us to say, you know, for me to say it’s fine go ahead and do it and then later on,
you know, their kids are messed up or whatever. I wouldn't want that,'that‘s why ééopie want

to live, but people want to live with a good quality of life and until I see something from

someone who has had this.

Answer (TAS): How would they ever get that Ma’am?
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Response: I don’t know, but that would be ridiculous for me not being knowledgeable of this

and say yeah.

V.C.: That probably isn’t - you know I don’t know how realistic that is. A person that comes
in trauma may have a hundred things done to them. That person can’t say because of the blood
substitute I am now this or I am now that. What you do is you try as best you can to identify
if tt{ere is a significant indicator that says that people have similar injuries yet this one appeared

to do better overall then this person.

Response: Well, you give blood to patients that are approved by the FDA that come in and have
to have an operation or something and they’re in a trauma - you treat them. You treat them
anyway. You give them so many cc’s of this and that - these are things that are already
approved by the FDA and you use those tools and you treat the patient. Why is it now that you

can’t do the same thing.
Answer (TAS): Despite that 40% of people die.

V.C.: Stop here. Just because you save some people. You say oh well, we're saving 60% of

people so we don’t need to do anything further?

Response: That’s not what I am saying. You treat people now with drugs that you didn’t get
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the community’s say. It’s approved by the FDA and you treat people with these drugs, why not

use the same procedure with this.

Answer (TAS): Because as a community you need to }mow what we’re doing.
Response: Yeah, we agree with that.

Question: right of a patient. At that point you don’t have any rights.

V.C.: You haven’t given up your rights.

Response: It is to me, and I'm afraid to do that. It’s just a door that is opening because if the
federal government is saying now that you can introduce a drug and you don’t have to get the
patient’s consent to use it, that is giving up the patient’s rights. Just because of his condition
and what ever else is going on. You know, once you start this you will open this pandora’s box.
How far is this going to go. What’s going to come up next year. Well, we can do education

if the doctor feels it is necessary. To me, that worries me, with the clinical studies-being able

to just do it without patient’s permission.

Answer (TAS): You have every right to be skeptical about that first off. The issue really

revolves around how big you perceive the problem that are faced by this particular patients.
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These people are dying. Okay? And we are able to save 60% of them and that sounds like a
big number and in fact it’s not bad, but you something we have been able to do that for 50

years. We haven’t been able to
Question: This isn’t the cure all either, 1 don’t believe.

Answer (TAS): And we don’t think so either. There are people that come into our hospital and
despite anything they need a miracle and this is not a miracle, but we need to have better tools,
there is no doubt about that and the issue is that the only way that we can test tools is to be able
to do them in the people that are fighting for their lives and under those set of circumstances,
the patient is always going to have this quandary of you know, are they really able to understand

what we are talking about to give informed consent, because it is tough to do informed consent.
Question: But there are patients with like blood disease, like leukemia.

Answer (TAS): Yes Ma’am. There is no doubt about that.

Question: Why are there not any clinical studies on those patients.

Answer (TAS): That’s not what we are asking of this medication. We know that the drug

carries oxygen. We know those things.
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Question: Those things will benefit those patients as well?
TAS: What do you mean? What things?

Response: The blood drop. The blood levels drop and they need the oxygen supply to their
organs as well. If that blood works with the trauma patient would it also work with the patient

that had leukemia.

V.C.: Those are different, very different diseases. People who have leukemia have problems
with the production of white cells by cancer tissue. That and oxygen supply are two different
things. Again, I just wanted to clarify that. The blood does many things. The blood carries
oxygen, carries nutrients, carries proteins, it carriers clotting factors. This is just one part of

what blood does, carry oxygen.

Question: I am speaking from personal experience. My sister is a patient at Marriah Farm
Hospital in North Carolina. Her first amputation wasn’t very successful. The second
amputation she did receive blood substitution. I don’t believe that she is not hvmg today
because of the blood substitution, however, she did survive six months after blood substitute.
My family however, does not feel that way. They feel very negatively about the blood

substitute.
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V.C.: I doubt it was this blood substitute.
Question: Well how many are there?

V.C.: When you say blood substitute. There may be many things that lay people may refer to

as a blood substitute that may not necessarily be.

Response: I'm quoting exactly what the nurse said to me when I called the hospital to see how

my sister was doing.
Answer (TAS): Was your sister a Jehovah Witness.
Response: No, no she’s not.

TAS: The reason that I say that is that Jehovah Witnesses have a religious reasons, but they
will take a blood substitute, but not this blood substitute because this particular blood substitute
is made from blood cells. I'm just trying to clarify this. Again, this must be very :frustrating
to you because this is complicated stuff and some of the things that we say may seem that it is

conflicting because

Question: Does this drug have a name?
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TAS: Yes. This stuff is called, Diaspirin Cross-Linked Hemoglobin.

Question: Spell it please.

Answer (TAS): The commercial name is hematest. H.EM.A.T.E.S.T. Diaspirin Cross-
Linked Hemoglobin. D.I.A.S.P.L.R.I.N. Cross-Linked H.E.M.0.G.L.O.B.I.N. So what we
are before you today is to talk about the blood substitute that is made from human red blood
cells that has human hemoglobin and the process of making this blood substitute is called Cross-
Linking and what happens is this blood is obtained from the blood bank because it sat on a shelf
longer than 42 days. The drug company prepares this by breaking the coating of the red cell

and then cross-linking the hemoglobin so that it can carry oxygen.

Question: Cross-linking it with oxygen?

Answer (TAS): Cross-linking so that it stays together. Hemoglobin is made of four parts and

it cross links the two strands so that they stay together.

Question: So you use something to cross-link it?

Answer (TAS): Diaspirin.
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Response: Okay, that’s why I was asking what was in it. I knew it wasn’t just hemoglobin.

Answer (TAS): But it’s all hemoglobin. But the important thing - this is very important. When
the drug company makes this it takes the blood that’s been screened for HIV and all the viruses
in the process of donation through the red cross, it takes those precautions and to that it adds
heating this hemoglobin and filtering it and pasteurizing it which makes this product much more
unlikely to transmit viruses which are inactivated by heating and pasteurization. So in essence,
this blood substitute has less change of transmitting AIDS or any other virus than blood banked

blood.

Question (male): I'm saying that all the research and studies you know no racial breakdown at

all?

Answer (TAS): I have to say that I don’t know. I really don’'t know. I don’t know the

breakdown.

Question: But you can get that breakdown right?

Answer (TAS): I don’t know.

Question: Do you have any other plans for community meetings like this? And will you have
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a scheduled time line for implementation?

Answer (TAS): We would like to see this be the last meting that we have. We've had two

other meetings in area communities and pardon me. ’

Question: Where were the other meetings?

Answer: At Deveraux Church in North Philadelphia and in East Falls.
Question: How will we find out the results of the study?

Answer (TAS): The thing that we can do is to send a letter to each of you who sign into these
meetings and to key individuals that we’ve identified in the community to tell them about these
meetings at the completion of the study we will tell you when we will have a meeting to discuss

the outcome of the study. That’s what we owe to the community.

Question: Can we ask if it was favorable or non-favorable at those other two community

meetings?

Question: It was not during the amputation that the blood substitute was given. She wa four

days post-operation and was given this. She had very low blood preésure and she was dying and
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this is when they gave her the blood substitute. I just wanted to clear that it was not given to

her in the appearing room during surgery.
Answer (TAS): Was that as part of the research program, Ma’am.

Response: 1 did not find out about the blood substitute until I called to check on my sister and
I was told at that time that they almost lost her and they had to give her a blood substitute and
that was what concerned me. I was basically the contact person and I don’t recall anyone trying

to reach me.

V.C.: Under those circumstances, if it was this, if a person they can identify as someone who
can give consent, they would not do anything. They would not enroll anyone who has the ability
to give consent without obtaining that permission. The only time with this study that we would
do that is if there was no one available. If there is a contact, someone was in the emergency
room, if there was a name on the chart or anything identifying as someone who can give
consent, that person would absolutely havé to be notified and their consent would have to be

given.

Response: I am going to request the hospital report. Because I know for a fact it was told to

me that it was a blood substitute and they did have a contact person.
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Answer (TAS): We don't even know if that situation was the same blood substitute.

Response: I did also mention that it may not have been the same blood substitute. How many

are there?
Question: How many are you using?

Answer (TAS): There has been a number of blood substitutes that have tried to be developed
because the blood bank business realizes that there is a lot of blood that sits on the shelf that
doesn’t get uses. Because with blood you can only give blood to someone who has the exact
blood match to your type of blood and these blood substitutes, one of the beneficial aspects of
these blood substitutes is by stripping off the coating that has all of the markings for their blood
type you can give this hemoglobin to anyone. You don’t have to give a blood type. So that’s
one of the advantages of this blood substitute.

Answer (TAS):

Answer: That’s

Tape ended.
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Allegheny University
mce

3300 Henry Avence

Philadelphia, PA 19128

215-842-7167

215-843-4074 Fax

ALLEGHENY

UNIV ERSI TY Allegheny University |
4 Bucks County
HOSPIT ALS - 225 Newtown Rosa
Warminster, PA 18972
215-441-6601

215-441-5677 Fax

. Aliegheny University +
April 1997 Efkins Park
60 E. Townshio Line Ac:
Elkins Park. PA 12027

Dear Key Community Member: 215-663-6366
215-663-8033 Fax

Allegheny University Hospitals, MCP has been chosen to participate in a research study for a
new blood substitute for trauma patients. This research could potentially prevent the harmful
effects of blood loss in severely injured patients. Because of the unique aspects of this research,
we arc hosting community meetings to discuss this research and its impact on the community.

When researching new medical treatments, the first step is ensuring patients understand the study and voluntarily
consent to participate. However, emergency medical situations where life and/or limb is in jeopardy present a unique
challenge. Due to the severity of the injuries, it Is usually not possible to obtain informed consent from a trauma
patient or an immediatc family member before the patient requires treatment. Thus, it is difficult to develop new
and better therapies for trauma care. For that reason, this study is to be performed with an “exception to informed
consent,” meaning that in most cases written approval will not be obtained from the patient prior to treatment.

L 4
These meetings arc being held to inform and gain feedback from the community about this potentially life-saving
treatment. You are invited to join Drs. Thomas Santora and Vincent Cowell, the Allegheny MCP physicians con-

ducting the research study, who will:

¢+ explain the nature of the study;

* outline the risks and bencfits of the study;

* discuss the concept of exception to informed consent;
» present patient and community safeguards; and

< answer questions.

The meetings have been scheduled for: R

Friday. April 11, at 7 p.m. Wednesday, April 16, at 7 p.m. Thursday, April 17, at 7 p.m.
Devercaux United Methodist Church Falls of Schuylkill Library C.E. Pickett Middle School
26th & Allegheny Avenue Warden Drive & Midvale Avenue Wayne & Chelten Avenuc

I hope vou (or one of your representatives) can attend one of these meetings and give your valuable input. Research
concerning severely infured trauma patients could one day save your life or the life of someone you love.

For more information, please call 1-800-PRO-HEALTH®".

Sincerely,

/g;/%<§71ae

Meg McGoldrick
President and CEO, Allegheny University Hospitals, MCP
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New blood substitute
could save more lives

© ByC.L. Chase
Staff Writer . -
Everybody is at risk, one ume

or another, of losing copious
amounts of blood ia vehicle

crashes, shotgun wounds, stib-

bings and falls from heights,

among other accidents.
Approximately 140,000
"Americans dic annually because

of bleeding from accidents,
according to Dr. Thomas Santora
of Allegheny University Hospi-
tal, formerly the Medical Col-
lege of Pennsylvania, in
Philadelphia. ' )
Santora said In an interview
that a2 new blood substitute,

HemaTest, will undergo evalus- .

tion through research that he and
a colleague, Dr. Vincent D.
Cowell, are spearheading at the
hospital, scheduled to begin May
1. He added that 35 hospitals
around the country are also plan-
ning o engage in this research.

One of their goals, Santora
said, is 10 help reduce the annual
mortality rate, because of bleed-
ing. by approximately 30,000
people. ’

Another goal is to determine

if combining infusion of large

amounts of salt sclutions (given
intravenously), conventional
blood transfusions, and control
of blecding during surgery - all
conventional treatments ~ with
HemaTest will enhance results.

An ultimate goal is to use -

HemaTest in severe accidents in
the suburbs or elsewhere when
victims are airlifted to trauma
centers in Philadelphia. Trauma
surgeons and emergency room
physicians refer to the “golden
hour,” Santora said, explaining
that doctors have about 60 min-
utes after arrival of a victim to
improve the blood supply and
control injury in an injured per-
son. “Time is of the essence,” he
said. .

Santora went on to say that
Allegheny is in the “last phase”
of the federal Food and Drug
Administration approval pro-
gram. HemaTest, produced by

Baxter Healthcare of Mlinois, has .

been used over the last four
years on patients in hospitals
throughout the country (o0
demonstrate safety. Results were
good, he said. Other Philadel-
phia hospitals are in the planning

ctram nnd arcarding 1A Cantaes

chemical compound known as |

" . Flousol was developed and used

for a number of years. It con-
sisted of a protein similar to
hemoglobin — Santora described
it as a fluorocarbon — that carried
oxygen into the bloodstream.
The new medication is actual
hemoglobin, Santora said, that
has been extracted from donated

- blood that has been screened for

viral contamination. Donated
blood, even-if kept refrigerated,
has a shelf life of 42 days. “Afier
that,” he said, “it is no longer
usable as a blood transfusion
product” o
Santora said that people who -

qualify for the study must be -

older than 18; not pregnant if |- .
female; or with low blood pres- |-

" He emphasized that his work, |'
and that of his colleague, Dr.
Cowell, are in a research sge.
“We're trying to educate the
public about the seriousness of
severely injured people. The
product has shown 10 be safe.
Now we have to show its effec-
tveness.”

Santora also stressed that use
of this new medication would,
insofar e possible, be used on
“informed consent™ by the
patient. If the patient is unable to
give such consent because of his
or her condition, a relative may
be brought into the picture, if
that is possible, -

If all else fails, he said the
federal government has made
provision for investigators to.|’
provide treatment in life-threat- |
ening  situations without
informed consent.

Four-year studies in other
hospitals have shown three types
of sdverse reactions, Santora

- said, They include an above-nor-
“mal increase in blood pressure; |

the skin may show a yellow dis-
caloration, which he said is tem-
porary and goes away within |.
five days, and does hot affect the
liver; and a patient’s urine can

temporarily turn red but usually
clears up in about 48 hours.

Other less common Side-effects
are an elevation of-an enzyme in
the pancreas, a transient becur-
rence that lasts for two to five
days; and abdominal gas pains,
also transient, that last for two to
five days.

Anyone interested in this
research program can obtain
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Questions, distrust at forum on blogg substitute

Uy Juhy HARTHEIMER
“otrespeondent

Doctors “Iamae Suntora and
Vincent Cowell, botl physicians at
Allegheny  Medien) Cunter Fasi
Falls, cume 1o 3 Germmtown co.
munily meciing ns Thursday 1o
explniu the hospital's harticipation
nadegp aproval stidy.

They were proecred with plenty of
havd queatings and Qlztenat fromng
e audicnee jast Thursday eve.
g ot Pekeit Midile Schunl, The
Meelivg s cngired by locul
Selil Sapreme Dow, head of the
Northwes( Leaderships Traiuing
Academy.

Allegheny Fast Falls has been ap.
oved by the Fedarad Deup Ad-
L T P HATRR lesgtiop site for a8
newe biluod greodyger Called DLOCHL
(Diacpogiy Crusslliaked
Hemoplubing,  widel I8 created
Tam Rame of 15e by praducts of ex.
pived red hlood cells, accocding 1o
the ductore. The hope, they anid, ix
that DLCIR ean b proven offee.
tive in hielplng 1o rave traima pa.
tictl® wha ape hleeding o sevarely
it they are in tlanper of dyig.

Rut st of the appeaximately So
area residents wio atlended the
necling caw 4 differently, ‘Il
hogpital, they gaid, wag frylog (o
use the nios(ly Alrican Ameriean
COMMUNILY it scives as gulonea pigs
for a product that might not be
sale, and the company that
preduced (he giow DLCBh stoad o
funke immense proflig at the ex.
prense of the Sumnmmuanity.

Cmnpounding the ‘widespread
dislrust was (lio lact that the Al.
legheuy study wouly be the Cirat in
the nation tn use a change in fed-
eral regulationg issued lagt year
that sllows "exception to inforimed

ranseat," whicli means that jn life-
theeatening  situniions hospitals
participathg in an approved study
can mlministor exporimental diups
o pationts who wre el capabla of
iving consent.

The infurmed Scoasent  isgac
tleng wax cunigh b deaw fira from
conranity netivist Shoila Langy,
head ol the Jtlock Caplaing Ax.
Socintion of Sonrthwe g Germeyg.
o Laacy said she was ttally
epposed ta (fae yae of experinatal
i, even in canes where pliysi.
cintis haped (o e lives, on pa.
tiends who wepe tutable o pive
Hwir ennsent 1 havea big concern
thal you will e plving opie ex.
periiental pradaeis that have
beco Tested,” siid Laney,

The pew regulations Were insued
by the U S, Vot and Deug Adinin.
istratian in Septembier of last you-,
The FUA o ¢lenge autlolng climge
xid, “Che exeeption wanld apply
to a lindted clags of researeh
activitios  involving aman  suh.
Jeels wha ave in need of cnergency
medical indeesention, it whe -
nut give informed consent bevaugg
of their lifc-lhrcnu:uinq medieal
condition. The DA is Iaking thig
action Iy regponae 1o growing con.
Ceins that cutront rules are
taking hi h-quality acute care re.
search difficuly or lmpossible 1y
carry out at a time whon the need
for fuch jegrearch iy Incrensingly
reeopuired,”

Laney amd mauy others at the
Mmecting alsn questioned (e proven
xifety of the new bl prroduct
“Exactly how many tragina pa.
Licats hiave been given this prodaet
for you to 83y tha( it's safe? xhe
asked the doctors.

They replicd that DILCBh had
been tested for ten years on aniina|
fubjecir, and for e pagt fuur

ey on huunang. Ihe study at Al.

echeny Kasi Fajls will e
teplicated at ather hogpitals across
the conntry, and ia the last step
before F1DA approval to narket (he
bload  product. The compotad
helps trauma victius, gaid the

docturs, heeause It ix o carrier of
ovyren, and can holpy pugiqiyg the
fuaction of vitn) body organs tha
ate in danger of fuiling boenuge of
massive blomd loxg,

Under the vules of the study,
they sai, all patients swauld e

riven the ecurrent standard trear-

tuent, and sowme wattd he piven (e
PYCHR i aaddition.

The doctora acknowledped 1hat
miny sobijects in the stydy heighi

. |

fvlﬁ

very woell o wemlners of e Couts

Y aeannd te haspital, inelug-
g vietling of vinlence, “Uaril we
et violence under euntral we npe
Lol to <ce peaple cime into um
trmuma ceater and die iy splte: of
onre hest ingores,” g Santoey,
“Primarily, youny teople nre dyingg
Lrecinge |£c techuology Isn't pod
cnouph

The ductors Alatoutents of paod
Intentlons weren't cnough to quell
the distrust of audience wembers
who sald the Africay Awerican
Community had heon victimired
o often by lustiuljons that
claimed 1g tave i(s hest nleresig u(
lieaey

"Il seems (hat the black cam.
munity doesn't trus any gludies,”
said  audicnce member  Vinceut
Muhamuad, *“\We need lo develop
O own mehug of Investiguting, ™
¢ said Qe aln .
whether figuresgn the racial back.
yround of the peaple ured the
study wauld be availatle,

Otheis in the audience ques-
lioned the way (he hospltal’ ap.
roached the colnmunity. “Wiy
didn't you come 1y the communlly
befure ynu a‘mlicd for the study?™
asked Gorale Caliman, represont.
ing Concerned NelighVors or
Greater Germantown,

There I8 no firm date for the
satl of the study, although it bas
recelved clearnnce from ﬁle FDA.
Saufora said (hia cnough direct op-
lmsi(iuu froin tha coniumity could

s bloek (e hogpital's Participation.

quesifoned _
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ALLEGHENY UNIVERSITY HOSPITALS

MCP

Allegheny University Hospitals Begins Development on Program for Digestive Health

o improve patients' digestive health
Tthrough education and to make cut-

tingedge technological advances in
surgery and medicine readily available to
patients who suffer from diseases of the
digestive system, Allegheny University Hos-
pitals is currently developing a new Program
for Digestive Health.

The Program will enhance current ther-
apeutic and diagnostic endoscopic proce-
dures used for diagnosing diseases of the
digestive system, and build upon estab-
lished strengths within the hospital system
in the areas of partial hepatic resection

surgery and colorectal surgery, as well as
the evaluation and treatment of patients
who suffer from pancreatic diseases,
inflammatory bowel disease and gastro-
esophageal reflux disease (GERD).

The Program will integrate interdiscipli-
nary efforts in medicine and surgery, with
the key goal to deliver digestive health ser-
vices throughout communities in the
Delaware Valley. The efforts in medicine
will be headed by James C. Reynolds, M.D,,
Professor of Medicine and Chief of the
Division of Gastroenterology and Hepatol-
ogy at Allegheny University of the Health

Sciences. Joel Roslyn, M.D., Professor and
Chair, Department of Surgery, will lead the
efforts of surgeons from a number of surgi-
cal subspecialties in the Program.

The Program will have several practice
locations, including sites at Allegheny Uni-
versity Hospitals, Hahnemann, Allegheny
University Hospitals, MCP and St. Christo-
pher's Hospital for Children. Each of the
hospital sites will provide leading-edge
treatments using advanced surgical and
medical technology. Nationally and interna-

continued on page 3

,0d Substitute Holds Promise for Trauma Victims with Severe Blood Loss

very year, more than 140,000 Amer-
icans die from injury, many of them
S ] from severe blood loss that can
Jresult from car accidents, gunshot wounds
or other trauma. In fact, of those patients
who suffer extensive blood loss, 40 percent
die despite state-of the-art trauma care.

Now, 3 promising new treatment —a -
new blood substitute called Diaspirin
Cross-linked Hemoglobin (DCLHb) - is
about to be made available as part of a
research study at Allegheny MCP's Trauma
Center. DCLHb potentially could prevent
the harmful effects of blood loss in severe-
ly injured patients. Simply put, this study
could save lives.

When s patient loses a significant
amount of blood, blood pressure drops, the
body's organs don't receive enough oxygen,
and shock can set in. When introduced
into the circulatory system, DCLHb coun-
ter~ e effects of shock in two ways — it
v .0 raise blood pressure and to carry

n to vital organs. It could reduce the
need for blood transfusions, and requires
no blood type matching process.

In animal studies, this treatment has

Jroved blood flow to vital organs. Over
the last four vears, DCLHb has been stud-

It has been fully reviewed and cleared by
the US. Food and Drug Administration
(FDA) and has received favorable review by
our hospital review board and numerous
regulatory agencies around the world.

This new investigative treatment will be
made available only to the most severely
injured trauma patients, including males or

non-pregnant females older than 18 who
present in shock conditions despite prehos-
pital treatment, and who have evidence of
hemorrhage. Immediately following hospital
arrival, emergency medicine physicians will
assess the patient for entry criteria. Those

continued on page 4
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Blood Substitute Holds Promise for Trauma Victims with Severe Blood Loss

continued from cover

patients meeting the entry criteria will
receive 500 - 1000 cc (approximately the
volume of two to four soda cans) of
DCLHb or equal volumes of salt solution
placebo within 60 minutes of arrival in
addition to all standard interventions (salt
solution, blood transfusion, operation or a
combination of all). By the design of the
study, the physicians will not know at the
time of randomization whether a patient
will receive DCLHb or the placebo solution.
All patients will be followed closely for 28
days after treatment.

When researching new medical treat-
ments in emergency situations such as this,
ensuring that patients understand the study
and voluntarily give consent — normally
required in any clinical trial — presents a
unique challenge. Due 1o the severity of
the injuries, it is usually not possible to
obtain informed consent from the injured
patient and frequently family members are
not immediately available before the patient
requires treatment. However, excluding
patients who cannot give consent under these
lifethreatening conditions would make it dif-
ficult to develop new and better thcrapia for

traumna care. For this reason, this study is to
be performed under the new approved FDA
guidelines for the “exception to informed
consent,” meaning that treatment can still
be administered in these cases where it is
impossible to obtain written approval.
Since the patient cannot give consent at the
time of the injury, the FDA guidelines stipu-
late that the community from which the
patients are expected to come will be
informed of the proposed research project.

Allegheny MCP is taking steps to make
the community at large aware of this study
and to answer any questions or concerns.
An internal review board is overseeing the
patient safeguards and community educa-
tion programs that address the needs and
concerns of the community.

A key part of this public disclosure is a
series of community meetings being held to
inform the public about the proposed
research project and its potential to save
lives. All community members and hospital
staff are invited to join the Allegheny MCP
physicians conducting the research study ~
Thomas Santora, M.D., Associate Professor
of Surgery, Associate Director of The
Regional Resource Trauma Center, and

New Monthly EAP Parenting Support Group Formed

The Employee Assistance Program (EAP) has created a new parentmg tupport T
group that will meet during lunchtime on a monthly basis. The group will provnde sup-.

. port for parents and grandparents who are unng for chnldren of all ages. e

Topics will include:

- How 1o stretch your time with your kids

« Ways to be creative with your kids

« At what age should kids get certain responélbllma '
A:easofmmorconoemyoumzyhavensaparent )

« Basic exchanges of ideas for parents

Theﬁrstmeeungmllmkephoel:nday,AprﬂB fromnoon'mlp.mintlwl"rcsl s
dcnfsConfcwweRoomondmﬁfdlfborofd\clmsmeBettcBeglqmm&\erof Tj
ﬁuquAPMamgcgmﬂfacﬂmtedwdscussmForminfomuﬂomaﬂSﬂ%% .,

- -J-&h'bl', -

. R
- vlm;g

e Pl e e R bt e

More than 30 employees,
including Sylvia Beck, M.D.

free dexa screenings as part of
the new Osteoporosis Program
at Allegheny MCP. Kendra
Zuckerman, M.D. (right),
Director of the Osteoporosis
Program, interpreted resulss

Vincent Cowell, M.D., Instructor in Anes.
thesiology and Trauma Anesthesiologist—
who will explain the nature of the study, -
outline the risks and benefits of the study,
discuss the concept of exception to
informed consent, present patient and com-
munity safeguards that have been put in
place, and answer questions. i
The meetings have been scheduled for:
'~ Pnday,Apnl 11 at?pm,
- -at Devereaux United Methodist
* Church, 26th and Aﬂegheny Avenue,
; Philadelphia .. '
+ Wednesday, April 16 at 7 p.m.,
- at Falls of Schurylkill Library, located
at Warden Dnvc and devale Avenue,
Philadelphia ~'::-. o -
+- Thursday, Apnl 17 at 7 p.m.,
" at CE. Picket Middle School, located
. at Wayne and Chelten Avcnue,
Phxladelphm
Faculty, staff, employces and students are
welcome to attend these meetings and give
valuable input. Research concerning severely
injured patients could one day save your life
or the life of someone you love. ¢

Allegheny Cardiovascular
Institute to Hold Annual
Night at the Races

Enjoy a lively evening with friends at
the Allegheny Cardiovascular Institute
tenth annual Night at the Races Friday,
May 2, at Garden State Park, Route 70
and Haddonfield Road, Cherry Hill, NJ.

Tickets for the event are $60 per per-
son and include a deluxe buffet dinner,
admission to the park, Phoenix valet park-
ing, Phoenix admission and a racing pro-
gram. Doors open at 6:30 p.m.; post time
is 7:30 p.m. Gentlemen are required to
wear jackets.

The Allegheny Cardiovascular Institute

" +is a newly constituted organization to
(left), Ophthalmology, received

4dvise, counsel and support the cardiovas-
cular endeavors of Allegheny Health, Edu-
cation and Research Foundation. The
organization is committed to advancing
cardiovascular research, education and
patient care.

For ticker infarmatinn nleacs call Mari
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| ; a e « Working Through the Public Disclosurc Process Mandated by Use of 21 CFR 50.24 (Exccption to,

* Informed Consent): Guidelines for Success » :
‘Thomas A, Santora, M.D.*, Vincent S. Cowell, M.D,, Stanley Z. Trooskin, M.D.* Allegheny
University of the Health Sciences-MCP, Department of Surgery, Division of Trauma & Surgical -
Critical Carc, Philadclphia, PA

: ‘_ Introduction In November 1996, the FDA formalized guidelincs for cmcrgcnéy care research to

R be done under an “exception to informed consent”. These guidelines (21 CFR 50.24) mandate
o community awareness of the proposed research, but provide no specific methods by which to
o -accomplish this task. This descriptive report outlines how our Level 1 Trauma Center established
R :a comraunity educational program for a study utilizing a blood substitute.

. 'Methoc'ls A counsel of leaders from the highest volume trauma communities (HVTC) was
estabhshed to review the research project and assist in development of our public disclosurc (PD) '
program. Hospital personuel were educated through faculty meetings, hospital committees, in-housé
pubhca.uon feature articles and flyers. The community was informed of our intent, purpose and
issues relatod to this rescarch projoct by a talk radio show, radio public service ammouncements,
;advcrﬁfcmcnts and featurc articles in local and reglonal newspapers. Additionally, three interactive
education meetings were held in the HVTC. A call-in fine was established for community feedback.
Results An exoess of 70 manpower hours were required for our PD. All communitics
acknowledged the gravity of the problem faced by the severely injured paticnt. Initial skepticism
was encountered about the motivation of the institution to involve the community in hospital
acﬁviﬁés the safety of the experimental product, the minority population shouldcring an unfair
propuruan (Tuskegee fallout) of the research burden and the loss of individual dccmonmkmg
liberty. Though universal community acceptance of this research study was not achieved, the
educational process diminished the majority of the community's suspicions.
Conclusions Though PD of linical tesearch is difficult and time-consuming, the results can be
rewarding. The investigator(s) must identify the community, open lines of commumnication and be
pmparedfor skepticism. The PD mandate of 21 CFR 50.24 to increase community awareness
was met through cxtensive hanest and forthright information exchange.

. ' P ... Thomas A. Santora, M.D., Assoc. Prof. of Surgery, Allegheny University of the

Health Scie'il'c':és-MCP, Dept. of Surgery, Div. of Trauma & Surg. Crit. Care.
3300 Henry Avgnue, Philade.liph'ia, PA 19129 v, - (219) B42-6567
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Contact: Eryn Dobeck
Ruth Ann Dailey
(215) 8424533

NEW ADVANCEMENTS IN TRAUMA CARE FOR YOUR COMMUNITY
PSA 15

EACH YEAR CLOSE TO 140,000 PEOPLE DIE AS A RESULTOF
TRAUMATIC INJURY. IN MANY CASES, BLOOD LOSS IS THE CAUSE OF
DEATH. RESBARCH WITH A NEW BLOOD SUBSTITUTE ls BEING
CONDUCTED AT ALLEGHENY UNIVERSITY HOSPITALS, MCP, THIS
RESEARCH COULD SAVE YOUR LIFE. FOR INFORMATION, CALL 1-800-
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Public Service Director
KYW-RADTO

Independance Mall East
Philadelphia, PA 19106

NJIN Radio

Tae New Jorsey Station
N 777 _
Tronton, NJ 00é625-0777

4
THE PA SCHOOL FOR THE DERY

Public Service Director
WBUX

P.0. Box 2187
Doylestown, PA 18901

Public Service Directer
WCAU-TV '
City Line Ave. /Monument RdJ.
Philadelphia, Pa 19132

Public Sexvioce Director
XYN~TV

Independence Mall Raat

Philadelphia, PA 19106

Public Bervice Director
RADYIO INFORMATION FOR THE
BLIND

919 Walmut Stroat
Philadelphia, PA 19107

Public Service Directer
WBCB ,

200 Xagneolia Drive

Box 1490 f
Lev@ptoun, PA 19054

Public Service éirtetot
WBYO-FN
P.0. Box 177

Boyertown, PA 19512

-

Public Service pirector
WCHE

119 Market Stredt

West Chester, PR 19382
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== Public B8ervice Diraector Public garvice Director
WCHRB~FN wCoJ
Woodgida Road P.0O. Box 1408
Yardley, PA 19067 Coataosville, PA 19320
Public Seorvice Diracter '~ Public Gervice Diractor
WDAS=AM & FM KYDRE=-FM )
WDAS Bui.ldin P.C. Box 1188, Bulte A-104
Belmont Mrenuo & Edgeley Rd. Benjamin Fox Pavilion
Philadelphia, PA 15131 Jenkintown, PA 19046
Public Service Director Public Service Director
WEAZ-FN . WEGX~FK
Philadelphia Exacutive officex 3 Bala Plaga
10 Presidantial Blvd. Suite EBOE
Bala Cynwyd, PA 19004 Bala Cymwyd, PA 15004
WEXP, LA SALLE UNIVERSITY Public Service nirector
= C/o Promotiona WFIL
P.0. Box €98, 20th & Olney Ave 10 Presidential nxvd.
Phila.,, PA 19141 Bala Cynwyd, PA 19004
Public Bervice Diractor Public Service Director
WFLN WEPKZ-FM
8200 Ridge Avenue East Rook Road
Phﬂ.adalphia, PA 19128 Allsntown, PA 18103

Public Serv. Dir.

Public Service Director WHAT

WCLS=FX KBT Comsunications
Glassboro state Collega 2471 ¥H. 54th Streat
Glasaeboxo, NJ 08028 Philadelphia, PA 119131

(215) $61-5161

Mlio Service Director Public Services Ditbctor
—~ “TBWH - WRYY-FM
0. Box 9750 ‘ Independencs Mall l!’ut
Mrenton, NJ 08540 150 Korth 6éth Strewt

Philadelphia, PA 19106



Fublic Service Dirsctor
WHYY-TV

Independence Kall Weat
Philadelphia, PA 18106

Public Bervice Director
WIp

441 Rorth Fifth gtroat
Pniladelphia, PA 19123

Public Service Director
WEKDN-~FM

2906 Mt. Zphraim Avenua
Camden, NJ 08104

Public Service Director
WHMR~FM

19th & Walnut Streets
Philadelphia, PA 19103

Publio Sarvige Director
WRIS8~TV

1573 Parkside Avenue
Trenton, WJ 08638

Public Service Director
WOGL=AN/FN

city Line Ave./Monument Rd.

Philadelphia, PA 19131

Public Service Director

- WPEN

1 Bala Plaza
3rd Floor West
Bala Cynwyd, PA 19004

600-000154

Public Sarvice Direotox
WIOQ-¥X

2 Bala Plaza

guita 201

Bala Cynwyd, PA 19004

Public Service Director
HIBR-FN _

2617 Elbright Road
Wilnington, DX 19810

Public Service Director
WHGK-FN

1 Bala Plaza

3rd Floor West -

Bala Cynwyd, PA 19004

Public Sarvice Director
WNAP

Box 11 '

Philadelphia, PA 19128

Public Service Dirwotor
WNEV

Snyder Road -

Box 1444

Lansdale, PR 19446

Public sarvice Director
WPAZ .
Naugers Nill Road

Box 638

Pottstown, FA 19464

Public Service Direstor
WPHL~TV :
5001 wynnefield Avanue

Philadalphia, PA 19131



Public Service Director
WPET=-FN

Box 9730

Trenton, NJ 08647

Public Bervice Director
WRTI-FK

TEMPLE UNIVERSITY
Annenbsrg Hall

Philadelphia, PA 19122 .

Fublic Service Director
WSTH-FX

2727 shipley Road
Wilmington, DE 19803

Public Bervice Director
WIMR

2775 Xt. Ephraim Avenue
Camden, KJ Q8104

Public Service Dirvectar
WIXF-TV

4th & Market Streets
Philadelphia, PA 19106

Public Service Diractor .

WYCH .
P.0. Box A
Brookhaven, FA 19013

Public Service Director
WXPN-FM

3905 Spruce Straet
Philadelphia, PA 19104
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Public Service Director

WPVI-TV ,
4100 City Line Avenue
Philadelphia, FA 19131

Public Service Director
¥S8J

6th & Narket @treats
Camden, RY 08101

Public Sarvice Director
WIEL

1349 Cheltenhan Avenue
Philadelphia, PA 19126

Public Service Director
WTTN :

331 West gtate Strest
Trenton, NJ 08418

Public 8exrviocs Direator
WOSL~EM

440 Domino Lana
Philadelphia, PA. 19128

Public Sarvice Director
WKDB-FU

166 E. Levering Xill Rd.
Dala Cynuwyd,, PA 10004

' Public Service Director

WXTU-IN )
23 Wast City Line Avenue
Bale Cynwyd. PA 19004
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Public Berviae Director
WISP=FN

1 Bala Plaza

Suite 424

Bala Cynwyd, PA 19004

Public Service Dirsator
WYXR~-FPM

One Balas Plara

Bala Cynwyd, PA 19004 .
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Jerry Abear

Rawe Diractor
WIXR~FX

One Bala Plaza

Rale Cynwyd, PA 19004

Public Service Director
WZZD

117 Ridge rika
Latayotte Hill, PA 10444
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Public Service Director
ADELPHIA CABLE

P.O. Box 198

1 Apolle R4.

Plymouth Neeting, PA 19462

Pubiic Service Direcror
CABLE 1TV OF CHESTER CO.
Rt. 82 & Monacy Road
Coatesvilla, PA 19320

Public Servige Director

COMCAST CABLEVISION
29 York Road

Willow Grove, PA 19050

Public fervice Director
HARRON CABLE TELEVISIOR
First & Ruthland aAvenueg
Nllvcm, PA 19333

Public service Director
JONES I ¢ INC.
Box 778

Turnexrsville, NJ 0012

Public Service. Director
MAPLE SHADE CABLE TV
60 West Main Btreet
Maple Shada, NJT 08052
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Public Sexvice: Diractor
AMERTCAN CABLEVISION OF PA
3 Noora Raad
Wallingfard, PA 19086

Public Service Director
CATV SERVICE COMPANY

46 North Union gtreet
Laxbertville, NJ 08530

Public Service Director
GREATER PHILA. CABLEVISYON
1381 South Delaware Avemue
Philldalphia, PA 19147

Publia Service bireator
HOME-VDR CABLE TV

4143 Swamp Road.
Doylestown, PA 168901

Public Service bDirector
LOWER BUCKS CABLEVISION
2320 Trenton Road
Lovittoun, PA 19056

Public Service biroctor
NYT CABLE-TV
1250 Haddonfield=Barlin Road

Box 5028
Cherry Hill, NJ 08034



Public Service Director
OXFORD VALLEY CABLEVISION

1730 Ryberry Road
Bensalen, PA 195020

Fublic sexrvice Diractor
SERVICE ELECTRIC CABLE
1045 Hamilten Streat
Allentown, PA 18101

Publ{ic Service Dirsctor

8TORFR COMMUNICATIONS OF
GLOUCESTER COUNTY

304 8South Broad styreet

Woodbury, NJ 08096

Public garvice Director
SUBURBAN CABLE

237 Wast Germantown Pike
Norriastown, PA 19401
610-239~2100

Publlc Service Dirsctor
SUBURBARN CABLE TV CONPANY
114 Ridge Road
Sellersvilla, PA 18960

Public Service Directar
SUBURBAN CABLE TV CONPANY
601 Oak Lane

Glenolden, PA 19036

Public Service Director

SUBURBAN CABLE TV COMPANY

3 Noore R4,
Wallingford, PA 19086
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Public Servica Director
PENN STATE CABLE

114 Ridge Read
S8ellarsville, PA 18960

Public SOrvico;Directot
STORER CABLE COMMUNICATION
Box 50

Willingboro, NI 08046

Public service Director
STORER RIVERFRONT CABLE
1809 Taylors Lane
cinnaninson, NJ 08077

Public dgervice Diractar
SUBURBAN CABLE TV

2319 ¥York RA.
Jamigon, PA 1892Y

Public S8ervice Diractor

. SUBURBAN CABLE TV COMPANY

20 South Main Straat .
Phoanixvilia, PA 19460 - -

Public Service Director
SUBURBAN CABLR TV CONPANY
503 South Cedar Lane
Uppar Darby, PA 19082

Public S8ervice Direator
SUBURBAN CARLE TV COMPANY
261 West DeKald Pike
Buite EG2

King of Prussia, PA 19406
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Public Service Director
8UB

LE TV COMPANY
1200 High street

Pottstown, pa 19464

Public gService Director .
ULTRACON OF LANSDALE, INcC.
668 Bathlaham Pika

Hontgomeryvill., PA 18936
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Public S8ervice Director
TCI OF NEW JRRSRY

320 Monmouth gtreet
Gloucester, NI 08030
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- MEMORIAL JOINS NATIONAL TRAUMA RESEARCH STUDY
June 12, 1997

Memorial Medical Center, Inc., is one of about 30 sites nationwide chosen to study the
effectiveness of a new blood substitute that possibly could save the lives of trauma patients with
severe blood loss. The oxygen-carrying hemoglobin solution is part of a new group of blood
substitutes having many potential applications and affecting millions of people. Every year, nearly
.2 million people sustain severe traumatic injuries. More than 150,000 of these people die, making
trauma-related injuries the number one cause of death among Americans ages 1 through 45.

Memorial's research study will test the effectiveness and safety of the blood substitute,
Diaspirin Cross Linked Hemoglobin (DCLHD), in treating patients with serious traumatic
hemorrhagic shock (severe blood loss due to serious injury). Nationwide, a total of 850 patients will
be enrolled in this chnical trial. The study is expected to last approximately a year and is
sponsored by Baxter Healthcare Corporation. Memorial has been chosen to participate due to the
presence of research staff, trauma team, nurses, and lab technicians to support this type of research.

Memorial Medical Center would like to make participation in this study available to its
patients who suffer from severe traumatic hemorrhagic shock, even when it is not possible to get
informed consent from a family member or legal guardian prior to giving the blood substitute.
Accordingly, Memorial Medical Center is taking this opportunity to communicate with the
community and inform potential patients, guardians, and other appropriate parties of the potential
use of this new product.

Between 10 and 20 patients will be enrolled in the study at Memorial. Half will receive the
blood substitute and half will receive a saline solution. In addition, current standard treatment,
including blood transfusion when appropriate, will be administered to all study participants.

The blood substitute is man-made and derived from human red blood cells which would
otherwise be wasted. It has potential applications in situations where large amounts of blood loss
can result in a lack of oxygen to vital tissues. Patients can go into shock, which can lead to multiple
organ failure several days or weeks after the initial injurv. The blood substitute has been shown to
carry oxygen to cells and tissues and seems to increase blood flow to vital organs.

Use of the blood substitute as a supplement to blood transfusions also saves critical time in
stabilizing a badly hurt patient because it does not have to be typed or cross-matched. The solution
has been heated and filtered to reduce the risk of blood-borne infections. The blood substitute has
been studied extensively over a four year period in clinical trials involving more than 700 patients.
Of the approximately 350 who received the drug, a few temporary side-effects were noted. These
included changes in some lab test results, a temporary yellowing of the skin (unrelated to liver
damage), temporary reddening of the urine due to the red color of the product, nausea, and back,
abdominal and muscle pain. Blood pressure may be elevated following administration.

Because trauma patients are often so severely injured, they may not be able to give consent
to participate in the drug trial, and family frequently cannot be located or reached quickly. For this
reason, the U.S. Food and Drug Administration and the Office of Protection of Patient Rights
allows waiving consent in studies of emergency therapies when the potential benefits outweigh the
risks. It is critical in trauma situations that the blood substitute be given within the first hour that
the patient is being treated. Once the families are found. they will be informed of the study and can
decide on continued participation.

Media inquires should be made to Derek Smith, MMC Corporate Communications, at
(912) 350-6874.
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AIKEN COMMUNITY HOSPITAL
ER NURSE MANAGER
o

. .EN, SC 29802

BACON HOSPITAL

ER NURSE MANAGER

P.0. BOX 745

ALMA, GA 31510

BEAUFORT MEMORIAL HOSP.
ER NURSE MANAGER

121 RIBAUT RD.

BEAUFORT, SC 29902

BULLOCH MEM. HOSP.
ER NURSE MANAGER
P.0. BOX 1048
STATESBORO, GA 30458

CANDLER GEN. HOSPITAL
ER NURSE MANAGER
5333 REYNOLDS ST.

£ ANNAH, GA 31404

COFFEE REG. HOSPITAL
ER NURSE MANAGER
P.0. BOX 1248
DOUGLAS, GA 31533

EFFINGHAM COUNTY HOSP.
ER NURSE MANAGER

P.0. BOX 386

SPRINGFIELD, GA 31329

FAIRVIEW PARK HOSPITAL
ER NURSE MANAGER

200 INDUSTRIAL BLVD.
DUBLIN, GA 31201

JEFF DAVIS HOSPITAL
ER NURSE MANAGER
1215 S. TALLAHASSEE ST.
HAZLEHURST, GA 31539

£RTY REG. MED. CNTR.
£ NURSE MANAGER
P.OB. 232
HINESVILLE, GA 31313

ALLENDALE CO.HOSPITAL
ER NURSE MANAGER

P.O. BOX 216

FAIRFAX, SC 29827

BAMBERG CO MEM HOSP.
ER NURSE MANAGER
NORTH & MCGEE STS.
BAMBERG, SC 29003

BEAUFORT NAVAL HOSPITAL
ER NURSE MANAGER
RIBAUT RD.

BEAUFORT, SC 29902

BURKE COUNTY HOSP.
ER NURSE MANAGER
351 LIBERTY ST.
WAYNESBORO, GA 30830

CHARLTON MEM. HOSPITAL
ER NURSE MANAGER
P.0. BOX 166

FOLKSTON, GA 31537

COLLETON REGIONAL HOSP.
ER NURSE MANAGER

501 ROBERTSON BLVD.
WALTERBORO, SC 29488

EMANUEL COUNTY HOSP.
ER NURSE MANAGER
P.O.BOX 7

SWAINSBORO, GA 30401

HAMPTON GENERAL HOSP.
ER NURSE MANAGER
P.OB. 336

VARNVILLE, SC 29944

JEFFERSON HOSPITAL
ER NURSE MANAGER
PEACHTREE ST.
LOUISVILLE, GA 30434

LOW COUNTRY GENERAL
ER NURSE MANAGER
POB 400

RIDGELAND, SC 29936

000-000]¢)|

APPLING GENERAL HOSPITAL
ER NURSE MANAGER

301 E. TOLLISON ST.

BAXLEY, GA 31513

BARNWELL CO. HODPITAL
ER NURSE MANAGER

P.O. BOX 588

BARNWELL, SC 29812

BERRIEN CO. HOSPITAL
ER NURSE MANAGER
P.O. BOX 665
NASHVILLE, GA 31639

CANDLER COUNTY HOSP.
ER NURSE MANAGER

P.0. BOX 597

METTER, GA 30439

CLINCH MEMORIAL HOSP.
ER NURSE MANAGER
P.OBOX 516
HOMERVILLE, GA 31634

DODGE COUNTY HOSPITAL
ER NURSE MANAGER
715 GRIFFIN ST.
EASTMAN, GA 31023

EVANS MEMORIAL HOSP.
ER NURSE MANAGER
P.O.BOXS518 . .
CLAXTON, GA 30417

HILTON HEAD HOSPITAL
ER NURSE MANAGER
P.OB. 1117

HILTON HEAD, SC 29925

JENKINS COUNTY HOSPITAL
ER NURSE MANAGER

515 E. WINTHROPE AVE.
MILLEN, GA 30442

MEADOWS REGIONAL MED.
ER NURSE MANAGER

POB 1048

VIDALA, GA 30474



MED. CNTR. OF CENTRAL GA
ER.NURSE MANAGER

*  IEMLOCK ST.

do«CON, GA 31208

PHOEBE PUTNEY MEM HOSP
ER NURSE MANAGER

417 3RD. AVE

ALBANY, GA 31701
ST.LUKE'S

ER NURSE MANAGER

4201 BELFORT RD.
JACKSONVILLE, FL 32216

TELFAIR COUNTY HOSPITAL
ER NURSE MANAGER

RT. 1, BOX 5

MCRAE, GA 31055

WASHINGTON COUNTY HOSP.

ER NURSE MANAGER
POB 636
DERSVILLE, GA 31082

WINN ARMY COMM. HOSP.
ER NURSE MANAGER
FT. STEWART, GA 31314

MEMORIAL MEDICAL CENTER
ER NURSE MANAGER

4700 WATERS AVE.
SAVANNAH, GA 31406

PIERCE COUNTY HOSPITAL
ER NURSE MANAGER

POB 32

BLACKSHEAR, GA 31516

ST. JOSEPH’S HOSPITAL
ER NURSE MANAGER
11705 MERCY BLVD.
SAVANNAH, GA 31419

TRIDENT REG. MED. CNTR.
ER NURSE MANAGER

9330 MEDICAL PLAZA DRIVE
CHARLESTON, SC 29418

WAYNE MEMORIAL HOSPITAL
ER NURSE MANAGER

POB 408

JESUP, GA 31545

000-000162

ORANGEBORG REG.MED. CTR_
ER NURSE MANAGER

3000 ST. MATTHEWS RD.
ORANGEBORG, SC 29115

SCREVEN COUNTY HOSPITAL
ER NURSE MANAGER

215 MIMS RD.

SYLVANIA, GA 30467

TATTNALL MEMORIAL HOSP.
ER NURSE MANAGER

RT. 1, BOX 204 '
REIDSVILLE, GA 30453

UNIVERSITY HOSPITAL
ER NURSE MANAGER
1350 WALTON WAY
AUGUSTA, GA 30910

WHEELER COUNTY HOSPITAL
ER NURSE MANAGER

3RD STREET

GLENNWOOD, GA 30428
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MEMORIAL MEDICAL CENTER
STUDIES NEW TREATMENT for
PATIENTS WITH SEVERE BLOOD LOSS

Memorial Medical Center, Inc. has been asked to evaluate a new treatment for seriously injured
patients admitted to its Emergency Room with severe loss of blood. The new treatment, a
patented product developed by Baxter Healthcare, Inc., has potential as a blood sustitute during

the emergency treatment and recovery period. Patients enrolled in the study will also receive
standard treatment including blood transfusions.

The U.S. Food and Drug Administration requires new drugs and therapies to be proven effective
with volunteer human patients before approval for marketing. The FDA has ruled that a patient
whose life is in danger, is unable to consent, and for whom there is no one available to give
consent may be given an experimental treatment when the potential benefits outweigh the risks.

Patients or their families will be notified at the earliest opportunity of the patients' inclusion in
the research study.

Memorial Medical Center would like to make participation in this study available to its patients
who suffer from severe traumatic hemorrhagic shock, even when it is not possible to get
informed consent from a family member or legal guardian prior to giving the blood substitute.
Accordingly, Memorial Medical Center is taking this opportunity to communicate with the

community and inform potential patients, guardians, and other appropriate parties of the
potentnal use of this new product.

Public input is welcome. To communicate with us on this subject, please write to us at the
following address:

Memorial Research Center
Memorial Medical Center
P.O. Box 23089
Savannah, Georgia 31403-3089 T
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Several area physicians are at the forefront of modern medical proce- |
dures, including synthetic blood and cancer treatments.

Cutting-edge medical
technology in Savannah |

By Francis Zera

While some may. think
Savannah's small-town atmosphere
may limit cthe availability of the
newest medical treatments, several
area physicians are currently offer-
ing state-of-the-art techniques to
the region.

Dx. Frank Davis, Dr. John
Duttenhaver and Dr. Ray Rudalph,

all of whom work out of Memorial .

Madical Center, each offer their pa-
tients 2 unique form of treatment that
cither dramatically increases their pa-

rients’ suevival rates or reduces the

| discomfort and cost of treatment.

Memorial Medical Center's
trwuma center is one of only 30 hos-
pitals nationwide that is participat-
ing in a study to test a new blood
substitute, Diaspirin Cross-Linked
Hemoglobin, in treating patients
with serious traumatic hemocrhagic
shock, which is caused by dramatic

- blood loss due to serious injury.

Davis, as chief of trauma services,

: oversees the

program.
The blood substitute, explained

" Davis, is synthesized from donated

blaod chat has reached the end of
its shelf life. “The hemoglobin
molccules are taken out of the
blood, linked together, diseases are
eliminated, then is prepared to be

frozen for up o two years.” Donated
[} N N n AR . .

Plusto by Rus Byat B

accurate method for detecting po-
tentially cancerous lumps using an |
in-office ultrasound device. N
“Until a couple of years ago,” said
Rudalphy, “all ultrasounds of breast tis-
sues were done by a rdiologist.” '
“The difference is that if you |
come ta the office and have an ab-
normalicy but can't feel ir, within
20 mivute< [ oo tell if it’s cancer or
not, as opposed to waiting until the
next day for traditional methods,”
he said. A biopsy of suspected can-
cerous tissues can be done with a
needle, guided by an ultrasound
monitor. “That way, we can talk
about it right away, as opposed to
putting the patient to sleep. doing
a surgical biopsy, waiting for them L
2o wake up and then trying to dis-
cuss the implications,” he said. i
*“This is much moce expedient.”
“There is no known cause and Jq
no known cure for breast cancer,”
Rudolph said. “The whole essence of §s
breast cancer is that women who have
long survival rates are the ones who
have had their cancer detected eardy.”
The best way to increase detec-
tion of breast cancer, according to
Rudolph, is self-examination, regu-
lar clinical exams and annual mam-
mograms starting at age 40.
In men, prostate cancer is as
prevalent as breast cancer is in
women, Duttenhaver said. I¢'s che




Red Cross for diseases including
HIV, AIDS and hepatitis. Blood
used for the substitute is put
through a heat process to eliminate
any undetected diseases.

Among the benefits of the syn-
thesized blood, said Davis, include
its being free of blood-borne dis-
eases, a long storage life, and, most
importantly, the ability to use it
with patients of any blood type.
“Because you get tid of the red
blood cells, there are no compatibil-
ity problems,” he said.

“This is only for the sickest of
the sick,” explained Davis. “The
people who participate in this study
will be multi-system trauma victims
who have lost at least 40 percent of
their blood volume — only 10 or 20
patients will qualify for the study”
over its one-year duration.

" Based on the results of the study,
the substitute could be generally
available within three years. “This
might not eliminate the need to give

blood, but will help greatly with vic-

tims of acute trauma,” he said.
Breast cancer will strike one in
every nine women in the United
States, and 32 percent of women
who die from cancers each year die
from breast cancer. In response to
those statistics, vast amounts of
time and money are being spent te-
searching ways to heat breast can-
cer. Rudolph offers a non-invasive,

000-000165

men, accounting for one-third of
cancers diagnosed each year.

Duttenhaver said that, in the
past, the effectiveness of treatment
was limited by the amount of radia-
tion that was able to be transmitted
to the cancerous gland. A new
treatment called radioactive seed .
implant therapy holds lots of
promise for increasing cure rates for
this type of cancer.

“The key to curing cancer is
getting the highest dose of radiation
to the cancer,” Duttenhaver said.

He said that prior to the intro-
duction of implant therapy, the
amount of radiation that could be
used to treat prostate cancer was
limited by the propensity for the ot-
gans and tissues surrounding the
prostate gland to absorb excess ra-
diation, potentially causing compli-
cations such as radiation burns.

The new technique involves in-
troducing radioactive pellets, or
seeds, into the prostate gland, pre-
cisely placing them near the cancer-
s tissues with a needle guided by an l
ultrasound monitor. The seeds are de-
signied to emit radiation for two to six
months, becoming inert within a
year. “By placing the seeds precisely
within the gland, we can double the
dose to 16,000 rids {radiation ab-
sotbed dose, a standard radiation
measure), which pushes the cure rate
up to nearly 90 percent,” he said. &

b
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MMC research
coordinator expands -

. on study policy -

Thank you for the very positive
article in the Aug. 1-7, 1997
Georgia Guardian, “Cutting-edge
Medical Technology in Savannah.”

In order to implement the pro-
tocol which Francis Zera described
in his interview with Dr. Frank
Davis, the FDA has approved this
particular study (the use of a syn-
thetic blood substitute in victims of
severe trauma) to have “deferred
consent.” This means the drug can
be administered immediately with-
out the usually lengthy and intense
process of obtaining consent from
the patient or family. The adminis-
tration of the diaspirin drug must be
finished within 60 minutes of the
patient arriving in the emergency
room, and there are numerous lab
and other diagnostic procedures to
be completed before the administra-

Cele. R S, TN A ST W e S T B o e w. g N
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————
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i Letter to the Editor .

tion of the drug product. Also, on
many occasions, unresponsive or
otherwise not responsible patients

- arrive at the ER alone and without

clear information on how to contact
their families immediately.
Therefore, the FDA has grant-

ed this special privilege (of deferring

the consent process) to Memorial
Medical Center and the other hos-
pitals participating in the study,
wich the proviso that informed con-
sent will be obrained as soon as pos-
sible. With these “total body
crunch” patients who have suffered
severe, multiple trauma with hem-
orrhage, this almost always means
that the responsible family member
will be the person to sign the form,
after being comprehensively advised
of benefits and risks by one of the
physicians in the study.

This responsible person has the
unimpeded choice at chat time to
state that the study may not con-
tinue and he or she is so advised

L —— — ]

that this decision will be honored
immediately without prejudicing
any other alternative treatments or

_affecting the patient’s care in any

adverse manner. Of course, the re-
sponsible person also has the choice
to allow the patient to continue in
the study. The procedures after the
initial administration of the drug
are no more than “following™ the
patient to see how his or her condi-
tion fares for the following 28 days
after admission. Some lab work is
involved, but charges for these
tests, as well as for the drug iwself,
are paid for by the sponsoring drug
company, Baxter Laboratories.
Administration of the drug is not,
under any circumstances, repeated
after the initial dosage.

Earl Stanford, RN BSN CCRC
Certified Clinical Research
Coordinator

Research Center

Memorial Medical Center

W, “-—— - l —-:.f\-_:?l.-,--'—t—~“<.\"-1.hm§¢- - I T
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Newscast, July 15, 1997
Channel 3, WSAV, NBC affiliate
Savannah, GA

Introduction: News anchors introduced product as a “...new blood substitute which can save lives.
Some experts believe it may be better than the real thing.”

Segway to Family Health Reporter, Kristin Hill at *“ Memorial Medical Center where the product
is being tested.”

Kristin Hill: *“You’re rushed into the emergency room with a serious injury. You've lost a lot of
blood and are going into shock. You need blood fast but typing and checking for antibodies takes
time. Using a new blood substitute made from outdated blood could save time and your life.”

Dr. Gage Ochsner, Chief of Trauma Services, Memorial Medical Center explains: “The solution is
given through the vein and early on. Patients who get this are given it within 30 minutes of
arrival.”

Kristin Hill: “When Life Star (helicopter) or an ambulance brings in a trauma patient, using the
blood substitute can save critical amounts of time because blood typing is not necessary and the
blood product can be stored in the emergency room. Memorial Medical Center is taking part in
National test trials.”

Dr. Ochsner: “We will be giving solution to patients who have a 40% chance of dying or greater
because of blood loss.”

Kristin Hill: “Memorial will enroll 10-20 patients in the study. Prior consent is not required by
FDA for a patient to receive the blood solution.”

Dr. Ochsner: “FDA has authorized use because of the potential benefit of using this outweighs the
risk associated with it.”

Kristin Hill explains: As the blood substitute carries oxygen to cells and tissues it increases blood
flow to vital organs just like real blood, but keeps longer, and when given with real blood it may
mean better survival rates and fewer complications for trauma patients.

Closing: Program ends with the following message. “For more information on the study call
Memorial Medical Center Trauma Research Study, Phone number 912 350-8707.”
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Clinical Trial of Diaspirin Cross-Linked Hemoglobin
Emergency Treatment of Patients in Shock

Memorial Medical Center is among 35 major trauma centers that are evaluating a new treatment
for critically injured patients with severe blood loss. The treatment involves administering an
experimental blood product to such patients, who face a major risk of dying despite the best
medical care. Baxter Healthcare, Inc., has developed the product, Diaspirin Cross-linked
Hemoglobin (DCLHb™), which is being tested during the emergency treatment of trauma
patients in shock. The trial, which is authorized by the U.S. Food and Drug Administration,
requires public notice because it will occur under emergency conditions that may require an
exception from informed consent. The following is to help to prepare you to answer potential
questions about the trial.

Q. Why is this trial being performed?

A Seriously injured patients frequently arrive at the hospital in shock with significant blood
loss. Despite the best care medicine has to offer, as many as 40 percent of the most
critically injured patients will die from their injuries. Studies suggest that DCLHb™ may
improve the chance of survival following severe blood loss. The product has the greatest
chance of improving survival and reducing complications when it is given immediately
after the beginning of catastrophic shock and bleeding.

What is DCLHb™?

A DCLHb™ is a purified hemoglobin (the part of blood that carries oxygen) preparation
made from human blood that has become outdated on blood bank shelves and is no
longer usable for transfusions. It is filtered and heated to reduce the risk of blood-borne
infections including AIDS. DCLHb™ may restore blood pressure, increase blood flow to
vital organs and carry oxygen to cells and tissues. Because blood typing is not required
and the product can be stored in the Emergency Department, DCLHb™ can be given
immediately after a patient's arrival, saving critical moments in stabilizing a trauma-
patient. .

Does DCLHb™ replace the need for blood transfusion?

A.  DCLHb™ is administered jn addition to transfusions that may be needed to treat the
injured patient. (Since the product is made from human blood, it would not be suitable in
treating patients whose religious beliefs forbid blood transfusions.) Patients will still get
all standard therapies in this study, including blood, fluids and surgery. Although
DCLHb™ may reduce the number of blood transfusions required to treat the injured,
volunteer blood donations are still vital.



000-000169

What is an exception from informed consent and why is it necessary?

Because trauma patients are often so severely injured, they may not be able to give their
consent to participate in the drug trial. Still, they are in critical need of immediate
treatment. The U.S. Food and Drug Administration has granted an exception from
informed consent in such cases. They have carefully evaluated DCLHb™ and
determined that the potential benefits greatly outweigh the risks of participating in the
trial. As a result, patients may be enrolled in this study and receive DCLHb™ when
informed consent is not possible.

We will make every attempt to obtain consent from patients, their legal representatives,
or family before DCLHb™ is given, and all patients and their family members will be
completely informed of their participation as soon as possible. At all times, the patient or
their representatives may decline further participation in the study. There are no known
risks to patients who decide not to continue in the study.

What are the risks and side effects of DCLHb™ ?

DCLHb™ has been extensively studied in randomized trials involving more than 700
patients over a four-year period to evaluate its effects. Of the approximately 350 who
received the drug, a few temporary side effects were noted. These included changes in
some lab test results, a temporary and harmless yellowing of the skin (unrelated to liver
damage), temporary reddening of the urine due to the red color of DCLHb™, nausea,
and back, abdominal and muscle pain. Blood pressure may be elevated following
administration; however, this may be beneficial to patients in shock, whose blood

pressure is dangerously low. Independent experts will monitor patient safety throughout
the trial.

Who will be eligible to participate?

Approximately 30 patients with low blood pressure and in shock from blood loss
following traumatic injury will be enrolled at Memorial over the next 18 months.
Approximately half of these patients will receive the blood product along with other -
treatment. This product will be given only to patients who have such major blood loss
that standard therapy may not be enough to save their lives. A total of 850 patients will
be enrolled nationwide at 35 trauma centers. No additional charges will be incurred by
patients as a result of participation.
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For June 16 Notations to physicians:

Dr. Raymond P. Bynoe, Trauma Services, will serve as Principal
investigator in a Study on Diaspirin Cross-Linked Hemoglobin that will
begin by August. DCLHb, a man-made hemoglobin solution, will be used in
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r"'MIER PURCHASING PROGRAM STRENGTHENS
IUALITY, IMPROVES COST EFFECTIVENESS

Strengthening quality and improving cost effectiveness are
mmitments RMH states in its vision statement. One such way

contract prices.” i
According to Garvin, there are some exceptions, such as when'
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New Treatment to be Tested at RMH

RMH is one of 40 hospitals nationwide and the first in |
South Carolina that will begin using a potentially
life-saving treatment in August for patients with severe
traumatic injury. The treatment being researched is made
from human red blood cells and is called Diaspirin
Cross-Linked Hemoglobin (DCLHD).

"Tﬂe purpose of the study is to £ind out how well the
new hemoglobin solution works in treating or preventing the
harmful effects of blood loss due to severe injury,
including shock, severe illness or death," says Dr. Raymond
Bynoe, medical director of Trauma Services and principal
investigator of the study. "We hope the use of this product
as a supplement to our life-saving procedures will improve
patient outcomes.

"Despite our best efforts, about 40 percent of trauma
patients with extremel§ low blood pressue die, most of:them
from bleeding problems. Large amounts of blood loss can
result in lack of oxygen to vital tissues, which can lead to
multiple organ failure. DCL Hemoglobin may increase blood
flow and oxygen to the organs, helping stabilize a patient
quicker. Patients in this study still will receive all
standard therapies, including blood products, fluids,
medications and surgery."

DCL Hemoglobin is a purified hemoglobin solution, the
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part of blood that carries oxygen thfoughout the body. The
solution is made from red blood cells donated by healthy
volunteers that have been tested and found negative for the
viruses that cause hepatitis and AIDS. In addition, DCL
Hemoglobin solution goes through a specialized filtration
and pasteurization process to significantly reduce the risk
of hepatitis and AIDS. Because the product is made from
human blood cells, it will not be suitable in treating
patients whose religious beliefs forbid blood transfusions.

"While we're excited about the possibility of this
research increasing the survivability of trauma patients, we
also are excited about it possibly extending the community's
blood supply," says Dr. John Stewart, director of Emergency
Services and co-investigator in the research project. "This
could help extend our resources nationwide."

The study, which is authorized by the U.S. Food and
Drug Administration (FDA), will be randomized. This meéns_
half the participants will receive the solution and half
will receive saline solution. Neither the patient nor the
doctor will know which solution the patient has been given.
The study will be monitored by an independent data
monitoring committee.

Trauma patients must meet strict criteria before being
given the new treatﬁent. Part of the inclusion criteria
includes being 18 years of age or older, evidence of

hemorrhage, and low blood pressure. Because of this, out of
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the 1,500 patients Trauma Services treats each yeaf, Bynoe
says only a maximum of 20 patients will be eligible to
receive the new product in the next 12 months through the

study.

For more information, ca;l Trauma Services at 6418.
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Utilization in the treatment of severe
traumatic hemorrhagic shock

Trauma Services - RMH
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Whether the infusion of DCLHb will
reduce the mortality following
traumatic hemorrhagic shock
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Informed Consent

. .
s FD) Approved exception to consent
¢ notification of next of kin, legal guardian

¢ Critically short therapeutic window
¢ Direct benefit to patients

¢ IRB

¢ Notification of Medical community
¢ Community Education/Information

Trauma Services - RMH
(
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“o° oﬁlmwo:w One Group Two
Blood Products plus Blood Products plus
Placebo DCL-Hg
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¢ Final 10 % solution
¢ contains 10 g of hemoglobin per 100 ml.
¢ 1so-osmotic with whole blood
¢ hyperoncotic
¢ adjusted to a pH of 7.4 at 37 degrees C
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Trauma Services - RMH

(

Inclusion Criteria

( '
@-w y.mmam of age or older

¢ Evidence of hemorrhage

¢ Tissue hypoxia & cellular hypopertusion

¢ SBP 90 or less and HR 120 or above OR

¢ SBP 90 or less and HR 60 or less with a
preterminal rhythm(junctional or
idioventricular) OR

¢ Base deficit of 15 mmol/L or worse




¢ Pulseless traumatic arrest
during hospitalization

¢ Imminent death precludes
resuscitation efforts

¢ Isolated head injury,
penetrating or blunt

¢+ Known objection to use of
blood/blood products

¢+ Known injury time >4 hrs. prior
to infusion

G00-000182

Trauma Services - RMH

{

Exclusion Criteria

Combined multisystem and
head trauma with clinical
findings consistent with
significant mass
effect(e.g.,severe coma,
lateralizing signs, posturing or
pupil dilation secondary to
uncal herniation )
Hospitalization > 60 min prior
to infusion

(%4
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End Points

¢ Primary - Statistically significant reduction
in 28 day mortality

¢ Secondary- 48 hour mortality reduction and
Lactate level ,_
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Trauma Services - RMH
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" DCL Hb
Eftects
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¢ Increase in mean arterial pressure

¢ Dose related response

¢ Increase organ perfusion
# Restoration of acid/base balance

¢ Decreased bacterial translocation

600-00018YL

¢ 7 Decrease use of banked blood products
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Humail volunteer blood

Tested and found negative
for HBsAg, HIV-I/Il &
HCV

Red cells lysed to release
hemoglobin
Ultrafiltration & reacted
with diaspirin x-linked
agent

" DCLHb
PREPARATION

¢ Stabilized tetrameric
hemoglobin

¢ Pasteurization to effect
viral deactivation

¢ Solution conc. into
physiologic vehicle

¢ Similar to process used
to prepare albumin
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“MOGLOBIN
CONCENTRATION OF PRBC'’s
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The Efficacy Trial of Disspirin Cress-Linked Hemoglobin (DCLHD) in the
Treatment of Severe Tranmatic Hemorrhagic Shock
by Raymond P, Bynoe, M.D.

Trauma is the leading cause of death in Americans between the ages of |
and 44 yeacs, and is surpassed only by cancer and atherosclercsis as A cause of
death in all age groups. Approximately 60 million injuries occar each year. and at
lease half of these people require medical care; of thesc 30 million injuries, 3.6
million rcquire hospitalization. Trauma is responsible for 145,000 deaths in the
USA each year, frequendy from shock that is refiactory to resuscitalion efforts. -

The Trauma Service of Richland Memorial Hospital is eacited t0 be able w
inform the medical community about the Service's participadon in a2 multi-
ccntered efficacy study about Diaspiria Cross Linked Hemoglobin (DCLHD).
DCLHD is a purified human hemoglobin solution that can be ulilized in the
treannent of severe trumatic hemomhagic shock This solution, unlike waditional
blood products, does not require cross-marching, and is thus immediately avaitabie
for infusion in the tranma resuscitrion. Blood thar hus been screened for HIV and
Hepatitis vituses is heated and fihared during the puswurization process to make
DCLHD.
DCLHD, in the preliminary studics, has beca shown to effectively transport
oxygen in vivo as demonstrated by a PS5O equal (o that of pure human red blood
cells. DCLHD has also bean shown to optimize vital argan blood flow, prevent
tissue hypoxia and [actic acidosis, and ultimately impcuve survival. DCLHD has
also been shiown © be effective in small volumes, and thus may improve perfusion
in the trauma patieat without the untoward effects of large volume crysulloid
infusions.

Patients can be eorolled in this efficacy trial if they demonstate sovere
shock with signs of hypoperfusion. Patents such as these have a projected
moriality rats of 40%. The primary purpose of thix study will be to determine
whether this Infusion can reduce 28 day morbidity and mortality followlag
traumatic hemarrhagic shock,

Approximataly twenty paticnts Wil be enrolled in the stady at RMH over a
12 mouth period, with at least 800 enrolled in 40 centers nationwide. For
additicaal infarmation on this very promising new solution. please coawct Dr.

. Raymond Bynoe, Dr. Richard Bell or Jry Hamm, RMH Trauma Coordinaor, at

44-6418.

e e — |

VOLUNTEERS NEEDED FOR CMS
PROGRAMS

Please sall the Soclety affios if you are willing ta take part {n say of these
Soclely profrwmns:
Mial-Ioternahip Frogram (aee P.14)

Manworing Progrum for USC Madical and Pre-Med Scudensa
Aati-Violenon Progrum for at risk schiool ehildren
Judge aatries for CMS awgrds at the SC Region 11 Sclence Fuir
For more information call CMS at TA5-1498
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June 30, 1997
Community Leader
Dear,

It is important to recognize that trauma, no matter the cause, has a very high mortality rate and is the leading
cause of death for people aged 1-44 years. Trauma is surpassed by only cancer and atherosclerosis as a leading
cause of death among all Americans. Approximately 60 million injuries occur each year. At least half of these
people require medical care and of the 30 million injured people, 3.6 million have to be hospitalized. Richland
Memorial Hospital evaluates over 14,000 patients involved in trauma in the Midlands of South Carolina each
year with approximately 1500 admissions.

Trauma is responsible for 145,000 deaths in the United States each year. A major portion of these deaths occur
within the first hour following the traumatic event. Many of these deaths are associated with the inability to
restore the blood pressure (shock). Despite recent medical and surgical advancements, treatment of life-
threatening shock from blood loss secondary to trauma is not always successful.

Trauma Services of Richland Memorial Hospital is excited to announce its participation in a Federal Drug
Administration (FDA) approved efficacy trial of Diaspirin Cross-Linked Hemoglobin ( DCLHV™) in the
treatment of severe traumatic hemorrhagic shock. DCLHb™, a Baxter Healthcare product, is a purified
hemoglobin solution made from human blood. The potential advantages of DCLHb™ are: 1) it does not have
to be matched to the patient's blood type, 2) it is immediately available for infusion in trauma patients, and 3)
it transports and unloads oxygen to the body's cells. The processing of this product effectively reduces the risk
of AIDS and other infectious diseases. Testing for carcinogencity for DCLHb™ was not necessary because it
is a biological formulation of natural blood protein. Blood, or its products, have never been implicated in
causing cancer.

Patients that will be included in the study are"trauma patients that have an extremely low blood pressure, (Class
I or IV Hemorrhagic Shock) secondary to car or motorcycle crashes, gunshot wounds, stabbings, assaults, or
falls. Exclusion criteria include age less than 18 years, pregnancy, or closed head injury. The study will help
determine the effectiveness of DCLHb™ in this trauma patient population. All trauma patients enrolled in the
study will receive, along with the study solution, all current standard or usual treatments for shock. This may
include intravenous solutions, blood and/or blood products, medications, or surgery.

Due to the scverity of their injuries, most patients will be unable to give informed consent to participate in this
valuable project. However, every effort will be made to obtain informed consent as soon as possible from either
the patient or next of kin. The next of kin or legal guardian may withdraw the patient from the study at any time.

This procedure follows the FDA's Exoepuon from Informed Consent Requirements for Emergency Research”,

#21 CFR 50.24.

Our participation along with 39 other hospitals will give the FDA the appropriate scientific data to evaluate the
cffectiveness of this new solution, DCLHb™. The study will be monitored by an independent safety group
which is not affliliated with Baxter Healthcare or Richland Memorial Hospital. Approximately twenty (20)
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trauma patients will be enrolled in this efficacy ‘study at Richland Memorial Hospital over a 12 month period,
with at least 850 patients enrolled at the 40 centers nationwide.

In light of an ongoing nationwide blood shortage, Trauma Services of Richland Memorial Hospital sincerely feel
that DCLHb™ will not only benefit patients enrolled in the study but will offer a significantly improved chance
of survival for many more trauma patients in the future. For additional information on this very promising new
solution, please contact Dr. Raymond Bynoe, Dr. John Stewart, or Jay Hamm, R.N. at 803-434.6418. In
addition, you are invited to attend a press conference on Tuesday July 8, 1997, in Dining Room B of Richland
Memorial Hospital, at 10:30 am.

Sincerely,

Raymond Bynoe, MD, FACS
Medical Director, Trauma Services

N. John Stewart, MD, FACEP
Medical Director, Emergency Medicine

Vince Ford
Vice President, Community Services
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The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin{(DCLHb) in the
Treatment of Severe Traumatic Hemorrhagic Shock

Trauma is the leading cause of death in Americans between the ages of 1 and
44 years and is surpassed only by cancer and artherosclererosis as a cause of death
in all age groups. Approximately 60 million injuries occur each year and at least half of
these people require medical care; of these 30 million injuries, 3.6 million require
hospitalization. Trauma is responsible for 145,000 deaths in the USA each year,
frequently from shock that is refractory to resuscitation efforts.

The Trauma Service of Richland Memorial Hospital is excited to be able to
inform the medical community about the Service's participation in a multi-centered
efficacy study about Diaspirin Cross Linked Hemoglobin (DCLHb). DCLHb is a purified
human hemoglobin solution that can be utilized in the treatment of severe traumatic
hemorrhagic shock. This solution, unlike traditional blood products, does not require
cross-matching and is thus immediately available for infusion in the trauma
resuscitation. Blood that has been screened for HIV and Hepatitis viruses is heated
and filtered during the pasteurization process to make DCLHb.

DCLHDb, in the preliminary studies, has been shown to effectively transport
oxygen in vivo as demonstrated by a P50 equal to that of pure human red blood cells.
DCLHb has also been shown to optimize vital organ blood flow, prevent tissue
hypoxia and lactic acidosis, and ultimately improve survival. DCLHb has also been
shown to be effective in small volumes, and thus may improve perfusion in the trauma
patient without the untoward effects of large volume crystalioid infusions. -

Patients can be enrolled in this efficacy trial if they demonstrate severe shock
with signs of hypoperfusion. Patients, such as these, have a projected mortality rate of
40%. The primary purpose of this study will be to determine whether this infusion can
reduce 28 day morbidity and mortality following traumatic hemorrhagic shock.

Approximately twenty patients will be enrolled in the study at RMH over a 12
month period, with at least 800 enrolled in 40 centers nationwide. For additional
information on this very promising new solution, please contact Dr. Raymond Bynoe,
Dr. Richard Bell or Jay Hamm, Trauma Coordinator, at 434-6418.
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Trauma Research Study

Research led by Dr. Raymond Bynoe, Dr. Richard Bell, Stan Fowler of
USC and Trauma Services. Expected to begin the end of July or
beginning of August.

RMH is one of 40 sites nationwide.

Research is using a derivative of human blood products. Will use with
patients who have traumatic blood loss and shock. Recipients will have
to meet strict criteria. There will be about 1-2 patients per month
who will receive the product.

The product will be given to these patients because they have a high
mortality rate, and this product may help them by increasing the body's
ability to deliver oxygen to it's cells.

Secondarily, another benefit may be the possibility that use of the
product can extend the community's blood supply.

We will be informing the community of the study through letters to
community leaders and special interest groups and through a press
conference either the end of June or beginning of July.

In other areas, there were a few community concerns about using an
"artificial" blood product. This is not an artificial product, it
contains human components. Jehovah witnesses can't receive it.

Another concern to be aware of is the consent process. As in any
trauma situation, consent to use the product will be sought from
family members, however, the trauma team will use whatever it can
to help a person survive. And, that may include use of this product.

For questions, call Dr. Bynoe's office at 6418.
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Questions and Answers :
Richland Memorial's Trauma Research Study

Why is this study being performed?

Seriously injured patients frequently arrive at the Trauma
Center in shock and suffering from significant blood loss. The
purpose of this study is to find out how well the new hemoglobin
solution works in treating or preventing the harmful effects of
blood loss due to severe injury, including shock, severe illness
or death. Approximately 850 patients will take part in this study
at 40 hospitals nationwide. Richland Memorial is the first
hospital in South Carolina to participate.

What is piaspirin Cross-Linked Hemoglobin (DCLED)?

Diaspirin Cross-Linked Hemoglobin is a purified hemoglobin,
the part of the blood that carries oxygen. It is made from red
blood cells donated by healthy volunteers that have been tested
and found negative for the viruses that cause hepatitis and AIDS.
In addition, DCLHb solution goes through a specialized filtration
and pasteurization process to significantly reduce the risk of
hepatitis and AIDS. Because the product can be stored in the
Emergency Department, it can be given immediately after a
patient's arrival, saving critical moments in stabilizing a
trauma patient.

How is the study conducted?

The study is randomized, meaning half the participants will
receive the solution and half will receive saline solution.
Neither the patient nor the doctor will know which solution the
patient will be given.-This treatment will be given in addition
to standard therapies, not in place of. The trial is authorized
by the U.S. Food and Drug Administration (FDA), and will be
monitored by an independent data monitoring committee.

Does this replace blood transfusions in the critically injured
trauma patient?

No. DCLHb is administered in addition to transfusions that
may be needed to treat a patient. Since this product is made from
human blood cells, it would not be suitable in treating patients
whose religious beliefs forbid blood transfusions. Patients in
this study will receive all standard therapies, including blood
products, fluids, medications and surgery.

Who will be chosen to participate in this study?

Approximately 20 patients will participate in the study.
There is strict medical criteria that the physicians will follow
to ensure a patient may participate. Part of the inclusion
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criteria includes being 18 years of age or older, evidence of
hemorrhage and low blood pressure.

How will a patient know if he or she is receiving the treatment?

Informed consent will be sought from patients if they are
conscious and able to make a decision, and/or by family members
who will be contacted. Every attempt will be made to obtain
consent from the patients, their families or legal
representatives before the treatment is given. As with any trauma
situation, when a patient is in critical need of immediate
attention, the physician will do what is necessary to help the
patient survive.

The Food and Drug Administration (FDA), in cooperation with
the National Institutes of Health (NIH), issued regulations that
allow for certain emergency research to be conducted with an
exception from informed consent in rare circumstances when the
patient cannot provide consent and the nature of the patient's
medical condition requires immediate attention. This study will
fit into that criteria. These regulations allow for the
advancement of vital emergency research with careful attention to
the grotection of the rights and welfare of the patients who are
enrolled in the study. The FDA and NIH expect that the studies
conducted under these rules will allow patients in certain
life-threatening situations, who are unable to give informed
consent because of their condition, the chance to receive
potentially life-saving treatments.

What are the risks and side effects of the treatment?

The product has been extensively studied in randomized
trials involving more than 700 patients over a four-year period
to evaluate its side effects. Of the approximately 350 patients
who have received the treatment, a few temporary side .effects
were noted, including: temporary and harmless yellowing of the
skin, temporary reddening of urine due to the red color of the
product, nausea, and back, abdominal and muscle pain. _

Who should I contact if I have questions?
If at any time you have questions about the research study,
call Dr. Raymond Bynoe, Dr. John Stewart or Jay Hamm of Trauma

~ Services at 434-6418.
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FOR MORE INFORMATION
CONTACT JO HALMES

OR TAMMIE EPPS

PUBLIC RELATIONS, 434-6891

FOR IMMEDIATE RELEASE
June 26, 1997

w .  fo- savi
Hﬁ_L_QQLﬁn&1%l%x_%%ﬁgisa_1nthfeanggnaig_hz_ﬁgsngd

COLUMBIA, S.C. -- Richland Memorial Hospital is one of
40 hosp?tals nationwide that will begin using a potentially
life-saving treatment for patients with severe traumatic
injury. The treatment will be available for use beginning in
August for patients with severe blood loss secondary to
traumatic injuries.

The treatment being researched, Diaspirin Cross-Linked
Hemoglobin (DCLHb), is made from human red blood cells.

"We hope the use of this product as a supplement to our
life-saving procedures will improve patient outcomes, ' says
Dr. Raymond Bymnoe, medical director of Trauma Serviceg éﬁd
principal investigator of the study. "Despite our best
efforts, about 40 percent of trauma patients with extremely
low blood pressures, secondary to bleeding problems, die.
Large amounts of blood loss can result in lack of oxygen to
vital tissues, which can lead to multiple organ failure
several days or weeks after the initial trauma.

"DCLHb may increase blood flow and oxygen to vital
organs. It also may help us stabilize a patient with severe

blood loss."
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The DCLHb solution goes through a specialized’
filtration process to remove hemoglobin, the oxygen-carrying
component of the blood. The product is then pasteurized to
significantly reduce the risk of viral transmission. Trauma
patients must meet strict criteria before being given the
new product.

Trauma Services at Richland Memorial treats about 1,500
patients per year. Approximately 20 trauma patients will be
eligible to receive the new product in the next 12 months
through the study.

"Due to the severity of their injuries, most of these
patients will be unable to give informed consent to
participate in this valuable project," Bynoe says. "However,
every effort will be made to obtain informed consent as soon
as possible from either the patient or next of kin. The next
of kin or legal guardian may withdraw the patient from the
study at any time. This procedure follows the FDA's
'exception from informed consent requirement for emergency
research.*'"

Bynoe is joined in his research by Dr. N. John Stewart,
director of Emergency Services and co-investigator.

"While we are excited about the possibility of this
research increasing the survivability of trauma patients, we
also are excited about it possibly extending the community's
blood supply," Stewart says. "This could help extend our

resources nationwide."
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If community members are interested in more information

about the research project, they may call Trauma Services at
434-6418.
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The spat has been “media-driven,” said
Morris, the highest-ranking Democrat in

from a sexual harassment investigation.
Former Eckstrom spokeswoman Leann

good men who have done a lot of good
work for South Carolina.”

ERIK CAMPOS/THE STATE
(&) State Treasurer Richard Eckstrom, left, and Comptrolier General Earle members of the state Budget and Control Board on Tuesday. ‘Happy days
(A Morris have apparently ended their ‘feud’ and cordially joked with other are here again,’ Gov. David Beasley said.
L) ° . ‘ .
o —_—
I . .
o' The feud is " 1oh s filed iy “let'send t
. ‘ ; state government. egister-Johnson has filed a complain .
Cver; there is no By M o HOUR “Let’s end this silliness,” he said. “In 45 with the Human Affairs Commission charg-  Silliness. In
C—)f d. It tak years, I've gotten along with every clected ing that she was given poor job evaluations I've
eud. es State Treasurer Richard Eckstrom and official in South Carolina. The problem is for resisting Eckstrom's attempt to kiss her years,
Comptroller General Earle Morris didn"t not me."” in January 1996. .
two to feud. And exactly kiss or hug, but they did call a hait In June, Eckstrom called Morris a Just.to make sure péace is maintained, gqtten alor i
’ Tuesday to their heated feud. declining old man gripped by hatred and Gov. David Beasley met with the two men with eveny
Pm not going to The rivals shook hands before the open- petty jealousies. Eckstrom said Morris had privately Tuesday. N
feud. We'll work  ing of the regular meeting of the state Bud- made an obscenity-laced call to Eckstrom's “He said to be sweet and kind and to love elected offic
ey get and Control Board. They even chatted house late one night after finding out that everybody,” said Morris, who still insists
together. He’s a8  and shared a laugh. Eckstrom had removed the comptroller’s that his signature should be on state checks. - in South
That's quite a turnaround from last signature from state checks. Beasley urged the two to give up their o
very g0od man.”  onih, when the two men tore cach other  Eckstrom also charged that aides to ugly feud for the good of the state, said Carolina.
TREAS limb from gut in the media. Morris had spat upon and put chewed gum spokesman Gary Kasr., COMPT ‘
STATE RER “The feud is over; there is no feud,” Eck- near his car in the State House garage. “It's best for both of them to put the past ROLLER GENE
RIGHARD ECKSTROM strom said. “It takes two to feud. And I'm  Morris denied thosc allegations and and whatever disputes they have had EARLE MORRIS
' not going to feud. We'll work together. charged that the first-term Republican was behind them and to work logether whenev-
He's a very good man.” a self-promoter trying to distract attention er they can,” Karr said. “These are both

Richland Memorial to test blood substitute on 20 patients

By LEVONA PAGE
Senior Writer

Over the next year, 20 patients in Rich-
land Memorial Hospital's emergency room
will help test a new blood substitute that
could eventually relieve worries about taint-
ed transfusions and supply shortages.

The substitute, called Diaspirin Cross-
Linked Hemoglobin, will not be used totally
instead of normal blood transfusions, but
will be used to supplement them.

" Patients who will get the blood substitute
..d.“'qu-the,_test period sre those likelxrto

o

bleed to death without it, said Dr. Raymond
Bynoe, medical director of Trauma Services
and principal researcher.

By not having to match blood types or
scurry for blood supplies, time can be saved,
Bynoe said. *“What we are trying to do is
help patients who are a high risk for death.”

The blood substitute, made by Baxter
Healthcare Corp., is a highly filtered and
pasteurized hemoglobin, the part of the
blood that carries oxygen. The product is
made from red blood ceils of healthy donors.

A main function of normal blood is to
carry oxygen to the vital organs _'gnd

L

throughout the body. Because the blood sub-
stitute is rich in oxygen, less normal blood
would be needed, Bynoe said.

“Instead of using five or six unils of
blood, we might use two or three,” he said.
*This will expand our blood supply.”

The substitute also could decrcase the
risk of getting the AIDS virus or hepatitis
through blood transfusions because the
extra filtering and pasteurization will
remove contamination, Bynoe said.

“These additional processes will decrcase
the risk substantially,” he said.

The 20 patients who help test the product

might not know in advance that they
doing so. When possible, patient or fa;
consent will be sought, but federal Food
Drug Administration rules adoptec .
November allow hospitals to proceed in: -
ous emergencies without consent.

The FDA approval acknowledged that
first hour of treatment is crucial in sev
trauma cases, Bynoe said.

*This is known as the golden hour, .
we have (0 be very, very, very aggressivc
this lime period,” he said.

|
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Patients chosen for the test
must be at least age 18, have evi-
dence of hemorrhage and low
blood pressure, no evidence of
pregnancy and no head injury.
They will be observed for at least
28 days after the procedure.

Risks are believed to be small,
although the FDA has some con-
cerns about the substitute causing
hypertension or altered blood flow.
Previous trials have produced a
few temporary side effects such as
yellowing of the skin, reddening of
the urine, nausea or pain in the
back, abdomen or muscles.

All liability from potential risk is
being assumed by Baxter, Bynoe
said. Richland is one of 40 hospi-
tals nationwide and the only one in
South Carolina participating in the
tests, which are to begin in August.
Bynoe's partner in the research is
Dr. John Stewart, director of Emer-
gency Services at Richland.

About 40 percent of the patients
nationwide, or 140,000 to 1€0,000
people, who enter emergency
rooms after severe trauma ulti-
mately die, Bynoe said. If that
number can be reduced by 10 per-
cent by using the blood substitute,
a significant number of lives will
be saved, he said. The search for a
substitute for blood goes back to
the 17th century, with researchers
trying animal blood and wine.

Levona Page can be reached at
771-8512 or by fax at 771-8430.

——
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Hospital Liaison Committee for Jehovah’s Witnesses
Allentown, Pennsylvania 0 0 0-nn
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SERVING THE LEHIGH VALLEY - NORTHEASTERN PENNSYLVANIA - NORTHWESTERN NEW JERSEY
SHARING RESEARCH ON ALTERNATIVE NON-BLOOD MEDICAL MANAGEMENT

PRESENTATION AG™"
‘ 5 ALLENTOWN, PENN
I. Introduction-(2 min) HosPITaL LIA’ISON CSOY;;Z{?:;A
EE

! for
JEHOVAH’S WITNESSES

SERVING THE LEHIGH v,
ALLEY-NORTHEASTERN p|
| NORTHWESTERN NEW JgRsEy | -VANIA

ibrEmergemy and (Mzdemza' Use Only
I11. The Doctor/Patient Relationship-( i ) Written Repi :
5 min les to: J. M. Brazite 3277 Mountain View Ox « Danietsvilie, P,
- . PA 180389782

II. Our Position on Medical Treatment-(3 min)

LR —

A. Informed Choice - Not "Right to Die"

A.. Conscience of Doctor/Patient
B. Options for Doctor/Patient

C. Protocol

IV. Acceptable Alternatives to Blood Transfusion (10 min)
A. Nonblood solutions
B. What about blood storage, fractions, serums, autotransfusion?

V. How we Are Set up Internally to Look After Needs of Witnesses
1) Hospital Information Services

2) Hospital Liaison Committee
3) Visitation groups . .
4) Ongoing education -
V1. A Sensitive Matter: Treatment of Children~(7 min)
A. Parental responsibility
B. Legal issues
C. Doctor's options

VII. Conclusion-(1 min)

VIII. Questions and Answer Session-(15 min)
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ALLENTOWN, PENNSYLVANIA
HosPiTAL LiAaisoN COMMITTEE
for

JEHOVAH’S WITNESSES

SERVING THE LEHIGH VALLEY-NORTHEASTERN PENNSYLVANIA
NORTHWESTERN NEW JERSEY

For Emergency and Confidential Use Only

Writien Repiies fo: J. M. Brazit« 3271 Mountain View Dr. « Danieisvile, PA 180389782

t / .—‘ M-Br.n'l Chai
3271 Mountain View Dr.

Daniclsville, PA 18038-9782

Robert P. Dunton

© 630 N. Ives Street
. Allentown, PA 18103

: Gregory A. Geiger

1912 E. Tremont St.
Allentown, PA 18103

David J. Gensenleiter
2055 Weaversville Rd.
Allentown, PA 18103

Samuel Thomas I}
1803 Frankenfield St.
Allentown, PA 18104

Earl E. Ziegenfus, Jr.
1245 Pine Run Road
Lehighton, PA 18235

Palmerton, PA Congregation XH 610-767-3402

HOME & TDD 610-837-8007
PAX  610-837044) PAGER 610-830-2768
CELLULAR & VOICE MAIL 610-248-1062

Eest Congregstion, Allentown, PA KM 610-791-0871

HOME 6104359716 PAGER 610-830-2768
PAX  610-435-735]

East Congregation, Allentown, PA KK 610-791-087]

HOME 610-820-5286 PAGER 610-830-2770
PAX  610-434-0345

Northampton, PA Congregation

HOME  610-264-2466*
WORK 610-837-8825

KE 610-261.2161

PAGER 610-830-2771
CRLURAR 610-730-0711

+
Cedar Crest Cong. Allentown, PA K 610-39541554

HOME 610-434-3218* PAGER 610-218-)138
WORK 6104816028 i

KH 717-427-8086
PAGER 610-830-2772

Weatherly, PA Congregati

HOME 610-377-2703
PAX 6108771458

* This aiso 3erves as 4 FAX aumber. Plaase cof before sending material.
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